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@> Bicyclic carboxylic acids and their derivatives as nep and aca inhibitors. 

@ Compounds of the formula 



(CH 2 ) n 




7 T T 



H 



COOR 3 



wherein X is O or S-(0)t ; n is one or two ; m is zero or one ; Y is CH 2 , O, or S-{0\ provided that Y is O or 
S-(OX only when m is one ; and A is 



CD 

O) 
CM 
CD 



Q. 
LU 



?t 

R2S — (CH 2 fyC — O" or 
Ri 2 Ri 



R7OOC — ( CH 2 ) q — C 
R12 Ri 



are dual inhibitors of NEP and ACE. Compounds wherein A is 
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i? 

R 7 OOC — CH — R 4 — p — 

I or I 

R; OR S 

are selective ACE inhibitors. Also disclosed are methods of preparation and intermediates. 
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This invention is directed to novel compounds containing a fused tricyclic ring which are useful as angio- 
tensin converting enzyme inhibitors. Some of these compounds also possess neutral endopeptidase inhibitory 
activity. This invention is also directed to pharmaceutical compositions containing such selective or dual action 
inhibitors and the method of using such compositions. This invention is also directed to the process for pre- 
paring such novel compounds, novel intermediates, and processes for preparing such intermediates. 

The novel fused bicyclic inhibitors of this invention include those compounds of the formula 

(I) 

^ X 
(CH 2 ) n 




15 



H 0 COOFU 



and pharmaceutical^ acceptable salts thereof wherein: 
A is 



20 



25 



0 
II 



R;-S-(CH : ryC — C- 
Ri2 R : 



30 R 7 OOC — (CH 2 ) q — C— C — ' Rl00C — CH — 

R 12 Ri i 



or 

35 



R 4 — P — 
I 

40 0R * 

X is O or S-(0) t ; 

R, and R 12 are independently selected from hydrogen, alkyl, alkenyl, cycloalkyl, substituted alkyl, sub- 
stituted alkenyl, aryl, substituted aryl, heteroaryl, cycloalkyl-alkylene-, aryi-alkylene-, substituted aryl- 
45 alkylene-, and heteroaryl-alkylene- or Rj and R 12 taken together with the carbon to which they are attached 
complete a cycloalkyl ring or a benzof used cycloalkyl ring; 

R 2 is hydrogen, 

50 O 

1 

R 6 — C— , 

or R n -S- ; 

55 R 3 , R 5 and R 7 are independently selected from hydrogen, alkyl, substituted alkyl, aryi-(CH 2 ) p -. substi- 

tuted aryHCHJp-, heteroaryl -(CH^p- , 
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A, 



0 

II 

CH — O — C Re , and 

R 5 "Rio 

10 R4 is alkyl, cycloalkyl-tCHJp-, substituted alkyi, aryl-(CH2)p-, substituted aryHCHJp-, or heteroaryl- 

(CHJpS 

Re is alkyl, substituted alkyl, cycloalkyKCHJp-, aryl^CH^p-, substituted aryl^CHJp-, or heteroaryl- 
(CH^-; 

Re is hydrogen, lower alkyl, cycloalkyl, or phenyl; 
15 R 9 is hydrogen, lower alkyl, lower alkoxy, or phenyl; 

R 10 is lower alkyl or aryHCHJp-; 

Rn is hydrogen, alkyl, substituted alkyl, cycloalkyl^CH^p-, aryl-(CH2) p -, substituted aryl-(CH2) p -, het- 
eroaryl-(CH 2 ) p -, or-S-R t1 completes a symmetrical disulfide wherein R^ is 

20 



25 




R 12 R, 



COOR3 



m is zero or one; 

30 Y is CH 2 , S-(OX or O provided that Y is S-(0) t or O only when m is one; 

n is one or two; 

p is zero or an integer from 1 to 6; 
q is zero or an integer from 1 to 3; 
r is zero or one; and 
35 t is zero, one, or two. 

The term "alkyl" refers to straight or branched chain radicals having up to seven carbon atoms. The term 
"lower alkyl" refers to straight or branched radicals having up to four carbon atoms and is a preferred subgroup- 
ing for the term alkyl. 

The term "substituted alkyl" refers to such straight or branched chain radicals of 1 to 7 carbons wherein 
40 one or more, preferably one, two, or three, hydrogens have been replaced by a hydroxy, amino, cyano, halo, 
trifluoromethyl, -NH(lower alkyl), -N(lower alkyl) 2 , lower alkoxy, lower alkylthio, or carboxy. 

The terms "lower alkoxy" and "lower alkylthio" refer to such lower alkyl groups as defined above attached 
to an oxygen or sulfur. 

The term "cycloalkyl" refers to saturated rings of 3 to 7 carbon atoms with cyclopropyl, cyclobutyl, cydo- 
45 pentyl, and cyclohexyl being most preferred. 

The term "alkenyl" refers to straight or branched chain radicals of 3 to 7 carbon atoms having one or two 
double bonds. Preferred "alkenyl" groups are straight chain radicals of 3 to 5 carbons having one double bond. 

The term "substituted alkenyl" refers to such straight or branched radicals of 3 to 7 carbons having one or 
two double bonds wherein a hydrogen has been replaced by a hydroxy, amino, halo, trifluoromethyl, cyano, 
50 -NH(lower alkyl), -Nflower alkyl) 2 , lower alkoxy, lower alkylthio, or carboxy. 

The term "alkylene" refers to straight or branched chain radicals having up to seven carbon atoms, 
i.e. -CH 2 -, -(CHaJr, -(CHjJr, -(CH 2 ) 4 -, 



55 



•CH : — CH- 
I 

CH, 



CH- 

CH 3 



4 
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etc. 

The term "aryP refers to phenyl, 1-naphthyl, and 2-naphthyl. The term "substituted aryl" refers to phenyl, 
1-naphthyl, and 2-naphthyl having a substituent selected from lower alkyl, lower alkoxy, lower aikylthio, halo, 
hydroxy, trifluoromethyl, amino, -NH(lower alkyl), or-N(lower alkyl) 2 , and di- and tri-substituted phenyl, 1- 
5 naphthyl, or 2-naphthyl wherein said substituents are selected from methyl, methoxy, methylthio, halo, hy- 
droxy, and amino. 

The term "heteroaryi" refers to unsaturated rings of 5 or 6 atoms containing one or two O and S atoms 
and/or one to four N atoms provided that the total number of hetero atoms in the ring is 4 or less. The heteroaryl 
ring is attached by way of an available carbon or nitrogen atom. Preferred heteroaryl groups include 2-, 3-, or 

10 4-pyridyl, 4-imidazolyl, 4-thiazolyl, 2- and 3-thienyl, and 2- and 3-furyl. The term heteroaryl also includes bi- 
cyclic rings wherein the five or six membered ring containing O, S, and N atoms as defined above is fused to 
a benzene or pyridyl ring. Preferred bicyclic rings are 2- and 3-indolyl and 4- and 5-quinolinyl. The mono or 
bicydic heteroaryl ring can also be additionally substituted at an available carbon atom by a lower alkyl, halo, 
hydroxy, benzyl, or cyclohexylmethyl. Also, if the mono or bicydic ring has an available N-atom such N atom 

15 can also be substituted by an N- protecting group such as 



— CH 2 -CH S — {O) < -S0 2 — @-CH 3 . 

20 

2,4-dinitrophenyl, lower alkyl, benzyl, or benzhydryl. 
The compounds of formula I wherein 

Ais 

II II 

' R^-C— S (CH 2 ) r — C— C— , 

R 12 Ri 

30 

X is O or S, and Y is CH 2f O, or S can be prepared by coupling the acylmercapto containing sidechain of the 
formula 



(II) 

35 



KZ-C—S ( CH 2 ) r — C— ' C - OH 

R12 Ri 



40 

with a fused bicydic ring compound of the formula 



(III) 




to give the product of the formula 



55 
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(IV) 



10 



25 



30 



35 



o o 

II II 

R6-C-S-(CH 2 ) r -C-C — N 

/ \ I 

R 12 Rl H 




COOR 3 



wherein R3 is hydrogen, or an acid protecting group such as methyl, ethyl, t-butyl, or benzyl. The above reaction 

can be performed in an organic solvent such as methylene chloride and in the presence of a coupling reagent 

such as 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide, dicylcohexylcarbodiimide, benzotriazol-1-yloxyt- 
15 ris(dimethylamino)phosphonium hexafluorophosphate, or carbonyldiimidazole. Alternatively, the acytmercap- 

to carboxylic acid of formula II can be converted to an activated form prior to coupling such as an acid chloride, 

mixed anhydride, symmetrical anhydride, activated ester, etc. 

The product of formula IV can be converted to the mercaptan product of formula I wherein R 2 is hydrogen 

and R 3 is hydrogen by methods known in the art. For example, when Re is methyl and R 3 is methyl or ethyl 
20 treatment with methanolic sodium hydroxide followed by aqueous acid yields the products wherein R 2 and R 3 

are hydrogen. 

The products of formula I wherein R 2 is hydrogen can be acylated with an acyl halide of the formula 



(V) 

0 
II 

R 6 — C— halo 

wherein halo is F, CI or Br or acylated with an anhydride of the formula 
(VI) 

II II 

R 6 C O C R 6 

to give other products of formula I wherein R 2 is 



0 
11 

40 R 6 C 

The products of formula I wherein R 2 is -S-R t1 and R u is alkyl, substituted alkyl, cycloalkyKCH^p-, aryl- 
(CHJp-, substituted aryl-(CH 2 ) p -, or heteroaryl-tCH^p- can be prepared by reacting the products of formula I 
wherein R 2 is hydrogen with a sulfonyl compound of the formula 
45 (VII) HaC-SOrS-R^ 

in an aqueous alcohol solvent to yield the desired products. The compounds of formula VII are known in the 
literature or can be prepared by known methods, see for example, Smith et al., Biochemistry, 14, p 766 - 771 
(1975). 

The product of formula I wherein R 2 is SH can be prepared by reacting the product of formula I wherein 
so R 2 is hydrogen with a compound of formula VII wherein R u is triphenylmethyl or trialkylsilyl followed by removal 
of the triphenylmethyl or trialkylsilyl group under acidic conditions. 

The symmetrical disulfide products of formula I can be prepared by direct oxidation of the product of for- 
mula I wherein R 2 is hydrogen with iodine according to known procedures, see, for example, Ondetti et al. U.S. 
Patent 4,105,776. 

55 The acytmercapto sidechain compounds of formula II wherein R 12 is hydrogen are described in the litera- 

ture. See, for example, Ondetti et al. U.S. Patents 4,105,776 and 4,339,600, Haslanger et al. U.S. Patent 
4,801,609, Delaney et aJ. U.S. Patent 4.722,810, etc. 

The acylmercapto sidechain compounds of formula II wherein R 1 and R 12 are both other than hydrogen 
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and r is zero can be prepared by reacting the substituted carboxyiic acid of the formula 



(VIII) 



O 
II 

HC-C-OH 



10 



with bis[[(4-methoxy)phenyl]methyldisulfide in the presence of lithium diisopropylamide to give the compound 
of the formula 



15 



(IX) 



H 3 co 



20 




O 



-H 2 C-S-C-C-OH 

_ / \ 

*12 R : 



Treatment of the compound of formula IX with strong acid such as trifluoromethanesulfonic acid removes the 
methoxybenzyl protecting group and is followed by acylation with the acyl halide of formula V or anhydride of 
25 formula VI to give the compound of formula II wherein arid R 12 are both other than hydrogen and r is zero. 
Alternatively, the substituted carboxyiic acid of formula VIII can be reacted with lithium diisopropyl amide 
and sulfur to give the mercaptan of the formula 



(X) 



30 



KS- 



35 



R :2 Ri 



O 
II 

•c- 



'OH 



The mercaptan of formula X can then be acylated with the acyl halide of formula V or the anhydride of formula 
VI to give the compound of formula II wherein and R 12 are both other than hydrogen and r is zero. 

The acylmercapto sidechain compounds of formula II wherein and R 12 are both other than hydrogen 
40 and r is one can be prepared by reacting the substituted carboxyiic acid of the formula 



(XI) 



45 



O 
II 

HO-CH 2 — ^C— C~ 
R12 Ri 



•OH 



50 



with para-toluenesulfonyl chloride in pyridine to give the lactam of the formula 



(XII) 



55 




Ri 



R12 
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Treatment of the lactam of formula XII with a cesium thioacld of the formula 
(XIII) 

ii 

Cs S— C— R 6 

in the presence of dimethyiformamide yields the desired acylmercapto sidechain of formula II wherein R, and 
10 R 12 are both other than hydrogen and r is one. 
The compounds of formula I wherein A is 

0 

ii 

R 7 OOC — (CH 2 ) q — C — C — 

/ X 

R12 R x 

20 X is O or S ? and Y is CH 2 , O t or S can be prepared by coupling the acid of the formula 

(XIV) 



25 



ii 



R7OOC — (CH 2 ) q — C ~ C ~ OH 

30 wherein R 7 is an acid protecting group with the fused bicyclic ring compound of formula III in the presence of 
a coupling reagent as defined above to give the product of the formula 

(XV) 

35 

(CH 2 ) n ^T 



I I I 

II ✓X^ N \> CH ^ 



40 R700C-(CH 2 ) q ^^ 

R 12 R : H 0 COOR3 

Alternatively, the acid of formula XIV can be converted to an activated form such as an acid chloride prior to 
45 the coupling reaction. 

The acids of formula XIV are described by Warshawsky et al. in European Patent Application 534,396 and 
534,492. 

The compounds of formula I wherein A is 

so 

R7OOC — CH — 
I 

55 X is O or S, and Y is CH 2 , O, or S can be prepared by reacting a keto acid or ester of the formula 
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(XVI) 

o o 
II II 

R 7 0- C- C— Rj 

5 

with a fused bicyclic ring compound of formula III under reducing conditions to give the product of the formula 



(XVII) 

10 



R7O-C-CH-N 

I I 

Ri H 




COOR3 



The keto acids and esters of formula XVI are described in the literature. See, for example, Ruyle U.S. Pa- 
20 tent 4,584,294 and Parsons et al. U.S. Patent 4,873,235. 

Alternatively, the fused bicyclic ring compound formula III can be reacted with a triflate of the formula 



(XVIII) 

0 9SO2CF3 

25 



R7O — C CH R, 



to give the product of formula XVII. 
30 The compounds of formula I wherein A is 



35 



0 
II 

R 4 — P — 



OR 5 



X is O or S, and Y is 

CH 2 , O or S can be prepared by coupling a phosphonochloridate of the formula 

40 

(XIX) 

0 
II 

R 4 — P-Cl 

45 0R 5 



wherein R5 is lower alkyl or benzyl with a fused bicyclic ring compound of formula III to give the product of the 
formula 
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Preferably, R 3 in the compound of formula III is lower alkyl or benzyl. The R 3 and R 5 acid protecting groups 
can then be removed, for example, by hydrogenation to give the corresponding products of formula I wherein 
R 3 and R5 are hydrogen. 

The phosphonochloridates of formula XIX are known in the literature. See, for example, Karanewsky et 
al. U.S. Patents 4,432,971 and 4,432,972 and Karanewsky U.S. Patent 4,460,579. 

The products of formula I wherein either X or Y or both are S-(0)t and t is one or two can be prepared by 
oxidation of the compounds of formulas IV, XV, XVII, or XX with a known oxidizing reagent such as meta chlor- 
operbenzoic acid, peracetic acid, monoperoxyphthalic acid, magnesium salt hexahydrate, etc. By controlling 
the amount of oxidizing reagent and the time of the reaction, the products are obtained wherein t is one or 
two. 

The ester products of formula I wherein R 5 or R 7 is 



o 




can be prepared by treating the corresponding compounds of formula I wherein R5 or R 7 is hydrogen and R 3 
is an acid protecting group with a compound of the formula 



(XXI) 



O 




wherein L is a leaving group such as chloro, bromo, or tolylsulfonyloxy followed by removal of the R 3 acid pro- 
tecting group. 

The ester products of formula I wherein R 3 is 



O 




can be prepared by treating the corresponding compounds of formula I wherein R3 is hydroaen and R 2 is 



Re" C — 



with a compound of formula XXI. 

The fused bicyclic ring compounds of formula III can be prepared according to the following processes 
which also form part of this invention. For example, when Y is CH 2 an N-protected amino acid of the formula 
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(XXII) 



10 



15 



20 



25 



30 



35 



(CH 2 )„ 



■N — CH COOH 



can be coupled with the amino acid ester of the formula 

(XXIII) 



HC-fO-alkyDa 
(CH 2 ) 2 

(CH 2 ) m 



H 2 N CH COOR 3 

to give the dipeptide of the formula 

(XXIV) 



HC -i-0-alkyl) 2 



X— P 2 (CH 2 ) 2 
(CH 2 ) n (£H2)ro 



T T 

Pi N— CH — C-jJ — CH COOR3 

40 OH 

wherein is an amino protecting group such as benzyloxycarbonyt or t-butyioxycarbonyl or a group which 
together with the N-atom forms a protecting group such as phthalimido,P 2 is a hydroxy ormercapto protecting 
group, and R 3 is an easily removable ester protecting group. Preferred P 2 protecting groups when X is S are 

45 acyl groups such as acetyl or benzoyl, especially acetyl. Preferred P 2 protecting groups when X is O are acyl 
groups, tetrahydropyrans, hindered silyl groups and trityls, especially triphenylmethyl and 1,1-dimethylethyl- 
dimethylsilyl. This coupling reaction is preferably performed in the presence of a coupling reagent such as ben- 
zotriazol-1-yloxytris-(dimethylamino)phosphonium hexafluorophosphate, ethyi-3-(3-dimethyiamino)propyl 
carbodiimide, or methanesulfonyioxybenzotriazole. 

so The P 2 protecting group can be selectively removed from the intermediate of formula XXIV such as by treat- 

ment with sodium methoxide in methanol when P 2 is acetyl or benzoyl or treatment with an acid such as p- 
toluenesulfonic acid in methanol when P 2 is acetyl, benzoyl, trityf, tetrahydropyranyl, or 1,1-dimethylethyldi- 
methylsilyl. The resulting product is then subjected to an acid catalyzed cyclization reaction preferably by treat- 
ing with a strong acid such as trif luoroacetic acid, para-toluenesulfonic acid or a commercially available poly- 

55 styrene sulfonate polymer type ion exchange resin such as Amberlyst 15®. This cyclization reaction can be 
performed in a non-protic solvent such as methylene chloride or chloroform to give the intermediate of the for- 
mula 
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(XXV) 




(CH 2 ) : 



10 



COOR 3 



The compounds of formula XXIV after removal of the P 2 protecting group and prior to cyclization wherein 
X is O can be converted to the corresponding compounds wherein X is S. This can be done by various methods. 
For example, the compound of formula XXIV after removal of the P 2 group can be treated with triphenylphos- 
15 phine, diisopropyl azodicarboxylate and thioacetic acid. The resulting thioacetate is then treated with sodium 
methoxide in methanol to give the corresponding mercaptan which can then be cyclized as described above. 

In another method, the compound of formula XXIV after removal of the P 2 group is treated by known meth- 
ods to give the compound of the formula 



20 



25 



30 



(XXVI) 



HC -t-0-alkyl) 2 



i 

L (CH 2 > 2 

*l N CH C-jl CH COOR3 

0 H 



wherein L is a leaving group such as methanesulfonyloxy, para-toluenesulfonyloxy, iodo, or bromo. For exam- 
ple, treatment of the compound of formula XXIV after removal of the P 2 protecting group with methanesulfonyl 
35 chloride gives the compound of formula XXVI wherein L is methanesulfonyloxy. 

The compound of formula XXVI is then treated with cesium thioacetate to give the correspopnding thioa- 
cetate. Treatment with sodium methoxide in methanol gives the corresponding mercaptan which can then be 
cyclized as described above. 

Alternatively, the compound of formula XXIV wherein X is O can be converted directly to the intermediate 
40 of formula XXV by treatment with a strong acid such as trif luoroacetic acid, paratoluenesulfonic acid, or a com- 
mercially available polystyrene sulfonate polymer type ion exchange resin such as Amberlyst 15® in a suitable 
solvent such as methylene chloride or chloroform. 

The N-protecting group is then removed from the compound of formula XXV, for example, by treatment 
with hydrazine monohydrate when P, together with N atom forms a phthalimido group or by treatment with 
45 iodotri methyls ilane or palladium on carbon and ammonium formate or hydrogen when P A is benzyloxycarbonyl 
or by treatment with hydrochloric acid in dioxane or other strong acid when P, is t-butoxycarbonyl to give the 
fused bicyclic ring compound of formula III. 

In still another method when Y is CH 2 , the N-protected amino acid of formula XXII can be coupled with the 
hydroxy amino acid ester of the formula 

50 

(XXVII) 



55 



12 



CH2-OH 
I 

<CH 2 )2 
? 

H 2 N— CH — COOR3 
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to give the dipeptide of the formula 
(XXVIII) 



CH 2 -OH 
X-P 2 (CH 2 ) 2 

( J H2, » (CH 2 ) m 

Pi— N- CH— C— n CH COOR3 

O H 



wherein and P 2 are as defined above. This coupling reaction is preferably performed in the presence of a 
coupling reagent such as methanesulfonytoxybenzotriazole or ethyl-3-(dimethytamino)propyl carbodiimide. 
Hydroxy compound XXVIII is then oxidized to the aldehyde of the formula 



(XXIX) 

HC=0 
I 

X-P: (ch : } 2 

( £ H 2>n (CH 2 )^ 

P;~ N CH— C— N CH COOR: 

O H 



by treating with oxalyl chloride/dimethylsulfoxide followed by a tertiary amine in a non-protic solvent such as 
methylene chloride. The aldehyde of formula XXIX is then treated as described above to remove the P 2 pro- 
tecting group and then subjected to an acid catalyzed cyclization reaction as described above to give the in- 
termediate of formula XXV. 

The starting material of formula XXIII wherein m is one can be prepared by selective protection of the N- 
atom of L-e-hydroxynorleucine to give 



(XXX) 



c 



/ CH ^OH 
CH 2 
I 

.CH 2 



P 3 N CH COOH 



wherein P 3 is an N-protecting group. For example, P 3 and the N-atom can form a phthalimido moiety. The N- 
protected L-e-hydroxynorleucine of formula XXX is then treated to introduce the R 3 acid protecting group such 
as by treatment with methyl iodide in the presence of base or by treatment with a strong acid in methanol where- 
in R 3 is methyl. This ester is then oxidized to give the aldehyde of the formula 
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(XXXI) 



10 



25 



30 



40 



45 



H 

X =o 



< 



CH 2 
I 

,CH 2 



"N — CH COOR, 



The aldehyde of formula XXXI is then treated with the orthoformate of the formula 
15 (XXXII) HC {0-alkyl) 3 

in the presence of a strong acid catalyst and the corresponding alcohol, i.e. HO-alkyi wherein alkyl is the same 
as in the orthoformate of formula XXXII, to give 



20 (XXXIII) 



H 

0-alkyl) 2 



< 



,CH 2 



-N — CH COOK, 



Removal of N-protecting group P 3 such as by treatment with hydrazine hydrate when P 3 and the N-atom forms 
a phthalimido moiety yields the starting material of formula XXIII wherein m is one. 

The starting material of formula XXIII wherein m is zero can be prepared by protecting the N-atom of y- 
35 benzyl glutamate to give 



(XXXIV) 



I 

^CH 2 
P 3 N — CH COOH 



COOCH 2 — h ^Q^ 



wherein P 3 is an N-protecting group such as t-butyloxycarbonyi or where P 3 and the N-atom can form a phtha- 
limido moiety. The N-protected glutamic acid of formula XXXIV is then treated to introduce the R 3 acid pro- 
50 tecting group, as described above, to give 



55 
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(XXXV) 



10 



15 



20 



35 



COOCH 2 



< 



I 

.CH 2 



P 3 N CH COOR 3 

Hydrogenolysis when R 3 is lower alkyl removes the benzyl ester group from compound XXXV to give 
(XXXVI) 



< 



COOH 
I 



P 5 N — CH COOR 3 



Selective reduction of compound XXXVI such as by treatment with ethanethiol, ethyl-3-(3-di met hlami no) propyl 
carbodiimide, and dimethylaminopyridine followed by triethylsilane, palladium on carbon, and acetonitrile gives 
25 the aldehyde of the formula 

(XXXVII) 

30 HC=0 

I 



^CH 2 



P 2 N CH COOR3 



The aldehyde of formula XXXVII is then treated with the orthoformate of formula XXXII as described above 
and the IM-protecting group P 3 is removed as described above to give the starting material of formula XXIII 
40 wherein m is zero. 

The hydroxy amino acid ester starting material of formula XXVII can be prepared by reacting a solution of 
diethyl acetamidomalonate with a stirred suspension of sodium hydride followed by reaction with a haloalky- 
lacetate of the formula 

45 (XXXVIII) 

o 

II 

halo — (CH 2 ) n — (CH 2 ) 2 — CH 2 -0— C CH 3 

50 wherein halo is Br, I, or CI to give the compound of the formula 
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(XXXIX) 



10 



15 



H 2 C-0-C-CH 3 
(CH 2 ) 



2 
I 

O (CH 2 )» 

II I 

H 3 C— C — NH-C— COOC 2 H 5 
COOC 2 H 5 

A solution of the diethyl ester of formula XXXIX is treated with sodium hydroxide and heat and then acidified 
and heated again to give the hydroxy amino acid of the formula 



(XL) 



H 2 C — OH 

(CH 2 ) 2 

20 \ 

H 3 C C NH— CH— COOH 

25 

The hydroxy amino acid of formula XL is then treated with porcine kidney acylase or other suitable hydrol- 
yzing enzyme to give the resolved hydroxy amino acid of the formula 

(XLI) 

30 H 2 C — OH 



35 



(CH 2 ) 2 

<CH 2 ) m 
f 

H 2 N CH— COOH 



The hydroxy amino acid of formula XLI is then converted to the ester of formula XXVII by conventional 
40 means. For example, the hydroxy amino acid of formula XLI can be treated in methanol with trimethylsilyl chlor- 
ide to give the hydrochloride salt of the methyl ester of formula XXVII. 

The starting materials of formula XXII can be prepared as follows. When X is O, the hydroxy a-amino acid 
of the formula 



OH 

1 

<CH 2 ) n 

T 

"CH— COOH 

is reacted to introduce the and P 2 protecting groups. For example, treatment of the acid of formula XLII with 
N-carbethoxyphthalimide in the presence of sodium carbonate followed by treatment with chlorotriphenylme- 
55 thane and triethylamine gives the starting material of formula XXII wherein X is O, P, together with N-atom 
forms a phthalimido, and P 2 is trityl. Alternatively, treatment of the acid of formula XLII with N-(benzyloxycar- 
bonyloxy)succinimide in aqueous sodium carbonate and acetone followed by treatment with t-butyldimethyl- 
silyl chloride or an acylating agent of formula V or VI gives the starting material of formula XXII wherein X is 



45 (XLII) 



50 

H 2 N- 
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O, is benzyloxycarbonyl, and P 2 is t-butyldimethylsilyl or an acyi group such as acetyl. 

When X is S and n is one, N,N'-bis[(phenylmethoxy)carbonyl]-L-cystine can be treated with zinc dust and 
aqueous sulfuric acid to give the mercaptan of the formula 

(XLIli) 

SH 




COOH 



The mercaptan of formula XLIII is then treated to introduce the P 2 protecting group. For example, treatment 
of the mercaptan of formula XLIII with acetic anhydride gives the starting material of formula XXII wherein X 
is S, n is one, P 2 is acetyl, and P^ is benzyloxycarbonyl. 

When X is S and n is two, L-methionine can be protected on the N-atom. For example, reaction with benzyl 
chloroformate or N-(benzyloxycarbonyloxy)-succinimide gives N-[(phenylmethoxy)carbonyl]-L-methionine 
which is then esterified by treatment with an alcohol, alkyl-OH, in the presence of an acid catalyst such as p- 
toluenesulfonic acid. Treatment with an oxidizing agent such as N-chlorosuccinimide in aqueous solvent gives 
the sulfoxide of the formula 



(XLIV) 



O 
II 

S— CH 3 

ii T 

CH 2 - 0 C NH— CH — COOalky 1 



The sulfoxide of formula XLIV is then treated with an acid anhydride such as acetic anhydride to give the 
compound of the formula 



(XLV) 

S? 

S — CH 2 -0— C— CH 3 

(CH 2 ) 2 

T 

NH— CH — COOalky 1 . 

Treatment with alkali metal hydroxide, followed by the removal of formaldehyde such as by treatment with a 
reducing agent, for example, sodium borohydride, followed by treatment with an acid anhydride such as acetic 
anhydride gives the starting material of formula XXII wherein X is S, n is two, P 2 is acetyl, and P, is benzylox- 
ycarbonyl. 

The fused bicyclic ring compounds of formula III wherein Y is S or O and m is one can be prepared by 
coupling the N-protected amino acid of formula XXII with the amino acid ester of the formula 



O 

^O) CH 2 -0 C- 
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(XLVI) 



HC -t-0-alkyl) 2 

"i 

Y 



< 



10 

H 2 N — CH — COOR3 

to give the dipeptide of the formula 

15 

(XLVII) 



20 



HC — (0-alkyl) 2 
H 2 C 



x-p, 

25 ' £H 2 ) n 



Pi— N- CH- C— N- CH- COOR3 
0 H 

30 wherein P, and P 2 are as defined previously and R3 is an acid protecting group. This coupling reaction is pre- 
ferably performed in the presence of acoupling reagent such as benzotriazol-1-y1oxytris(dimethylamino)phos- 
phonium hexafluorophosphate or ethyl-3-(3-dimethylamino) propyl carbodiimide. 

The P 2 protecting group can be selectively removed from the intermediate of formula XLVII such as by 
treatment with sodium methoxide in methanol when P 2 is an acyl group such as acetyl or benzoyl and treatment 

35 with an acid such as p-toluenesulfonic acid in methanol when P 2 is a trityl, tetrahydropyranyl, or a hindered 
silyl group. The resulting product is then subjected to an acid catalyzed cyclization reaction as described above 
to give the intermediate of the formula 



(XLVIII) 



45 




O COOR3 

50 

The intermediate of formula XLVIII wherein X is S and n is two can also be prepared by treating the com- 
pound of formula XLVII wherein X is O and n is two to selectively remove the P 2 group and convert the hydroxy 
to a mercaptan as described above followed by acid catalyzed cyclization. 

The N-protecting group is then removed from the compound of formula XLVIII for example, by treatment 
55 with hydrazine monohydrate when P, together with N atom forms a phthalimido group or by treatment with 
iodotrimethylsilane or palladium on carbon and ammonium formate or hydrogen when P t is benzyloxycarbonyl 
to give the fused bicyclic ring compounds of formula III. 

The starting material of formula XLVI wherein Y is O can be prepared by reacting the N-phthalimino pro- 
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tected amino acid ester of the formula 



(XLIX) 



5 



10 




with ally! trichtoroacetimidate in the presence of trif luoromethanesulfonic acid to give the compound of the for- 
mula 

15 

(L) 



pCH =CH 2 



25 




Treatment of the compound of formula L with ozone in methanol then dimethylsulfide followed by the or- 
30 thoformate of formula XXXII in the presence of p-toluenesulfonic acid yields the protected compound of the 
formula 



(LI ) 



35 



40 



45 




/ 



C (0-alkyl) 2 



H 1 



N — CH — COOR 3 



Removal of the N-protecting group such as by treatment with hydrazine hydrate yields the starting material of 
so formula XLVI wherein Y is O. 

The starting material of formula XLVI wherein Y is S can be prepared by reacting the cysteine ester of the 
formula 



55 
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(MI) 




H 2 N CH COOR3 

with the bromoacetal of the formula 

(LIN) Br— CH2-CH{0-alkyl) 2 
in the presence of sodium hydride and potassium iodide to give the amino acid ester of the formula 

(LIV) 



HC -eo-alkyl) 2 




H 2 N — CH — COOR3 

The compounds of formula I contain three asymmetric centers in the fused bicyclic portion of the structure 
with additional centers possible in the side chain. While the optically pure form of the fused bicyclic products 
described above is preferred, all such forms are within the scope of this invention. The above described proc- 
esses can utilize racemates, enantiomers, or diastereomers as starting materials. When diastereomeric com- 
pounds are prepared, they can be separated by conventional chromatographic or fractional crystallization 
methods. Preferably, the hydrogen attached to the bridgehead carbon is in the orientation shown below 




The compounds of formula I wherein R 3 , R5 and/or R 7 are hydrogen can be isolated in the form of a phar- 
maceutical^ acceptable salt Suitable salts for this purpose are alkali metal salts such as sodium and potas- 
sium, alkaline earth metal salts such as calcium and magnesium, salts derived from amino acids such as ar- 
ginine, lysine, etc. and salts derived from amines such as alkylamines, e.g. t-butylamine, t-amylamine, etc., 
substituted alkylamines, e.g. benzylamine, dialkylamines, substituted dialkylamines, e.g. N-methylglucamine, 
triaikylamines, substituted trialkylamines, and quaternary ammonium salts. These salts can be obtained by 
reacting the acid form of the compound with a base supplying the desired ion in a medium in which the salt 
precipitates or in aqueous medium and then lyophilizing. 

Preferred compounds of this invention are those wherein: 
Ais 



O 
ll 

R 2 — S-(CK 2 ryC — c- 
R12 Ri 
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R 2 is hydrogen, 



0 
I] 

R 6 — C — 



or R ir S-; 

R 3 is hydrogen or lower alkyi of 1 to 4 carbons; 
10 r is zero or one; 

Rn is lower alkyl of 1 to 4 carbons; 

Ri is aryl-CH 2 - f substituted aryl-CrV, heteroaryl-CH 2 -, cydoalkyt-CH 2 - wherein the cycloalkyl is of 3 
to 7 carbons, or straight or branched chain alkyi of 1 to 7 carbons and R 12 is hydrogen; or R, and R 12 taken 
together with the carbon to which they are attached complete a cycloalkyl ring of 5 to 7 carbons; 
15 Re is lower alkyl of 1 to 4 carbons or phenyl; 

n is one or two; 

m is zero or one; 

XisOorS;and 

Y is CH 2 , O, or S provided that Y is O or S only when m is one. 
20 Most preferred are the above compounds wherein: 

R 2 is hydrogen or 



25 



0 
II 

H 3 C C — 



especially hydrogen; 
R 3 is hydrogen; 
30 r is zero or one; especially one; 

Ri is benzyl, cydopropyl methyl, or straight or branched chain alkyl of 3 to 5 carbons, especially benzyl; 
R 12 is hydrogen; 
n is one or two; 
m is zero or one; 
35 X is O or S; and 

Y is CH 2 , O, or S provided that Y is O or S only when m is one. 
The single most preferred compound is [4S-[4a(R*),7a,10ap]}-octahydro-4-[(2-mercapto-1-oxo-3-phenyl- 
propyl)amino]-5-oxo-7H-pyrido[2,1-b}-[1,3]thiazepine-7-carboxylic acid, i.e. the compound of the formula 

AO 



45 



50 




The compounds of formula I wherein A is 
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II 

R2-s-<cH 2 ryC^ c - 

R 12 R l 



R 7 OOC— (CH 2 ) 




5 



R12 Ri 



or 



are dual inhibitors possessing the ability to inhibit angiotensin converting enzyme and neutral endopeptidase. 
The compounds of formula I wherein A is 



are selective inhibitors possessing the ability to inhibit the angiotensin converting enzyme. Thus, the com- 
pounds of formula I including their pharmaceutical^ acceptable salts are useful in the treatment of physiolog- 
ical conditions in which angiotensin converting enzyme inhibitors have been shown to be useful. Such condi- 

20 tions include disease states characterized by abnormalities in blood pressure, intraocular pressure, and renin 
including cardiovascular diseases particularly hypertension and congestive heart failure, glaucoma, and renal 
diseases such as renal failure, diabetic nephropathy, and renal impairment following treatment with cyclospor- 
ine or other immunosuppressants. Other conditions in which angiotensin converting enzyme inhibitors have 
been reported to be useful include hepatic cirrhosis, inhibiting the progression of atherosclerosis, preventing 

25 or treating hypertensive or diabetic retinopathy, improving myocardial dysfunction during or following a myo- 
cardial infarction, and preventing restinosis after angioplasty. The dual inhibitors are also useful in the treat- 
ment of physiological conditions in which neutral endopeptidase inhibitors have been shown to be useful. Such 
conditions also include cardiovascular diseases particularly hypertension, hyperaldosteronemia, renal diseas- 
es, glaucoma, as well as the relief of acute or chronic pain. Thus, the compounds of formula I are useful in 

30 reducing blood pressure and the dual inhibitors of formula I are additionally useful for this purpose due to their 
diuresis and natriuresis properties. The dual inhibitors are particularly useful in the treatment of congestive 
heart failure. 

The compounds of formula I inclduing pharmaceutically acceptable salts thereof can be administered for 
these effects in amounts similar to those employed previously for angiotensin converting enzyme inhibitors. 

35 For example, the compounds of formula I can be administered to a mammalian host such as man at from about 
0.1 mg. to about 100 mg. per kg. of body weight per day, preferably from about 0.5 mg. to about 25 mg. per 
kg. of body weight per day. The compounds of formula I are preferably administered orally but parenteral routes 
such as subcutaneous, intramuscular, and intravenous can also be employed as can topical routes of admin- 
istration. The daily dose can be administered singly or can be divided into two to four doses administered 

40 throughout the day. 

The inhibitors of formula I can be administered in combination with human ANF 99 - 126. Such combination 
would contain the inhibitor of formula I at from about 1 to about 100 mg. per kg. of body weight and the human 
ANF 99 - 126 at from about 0.001 to about 0.1 mg. per kg. of body weight 

The inhibitors of formula I can be administered in combination with other classes of pharmaceutically active 
45 compounds. For example, a diuretic, a calcium channel blocker, a potassium channel activator, a cholesterol 
reducing agent, a 0-blocker, etc. 

The inhibitors of formula I or a pharmaceutically acceptable salt thereof and other pharmaceutically ac- 
ceptable ingredients can be formulated for the above described pharmacetica! uses. Suitable compositions 
for oral administration include tablets, capsules, and elixirs, and suitable compositions for parenteral admin- 
50 istration include sterile solutions and suspensions. Suitable compositions for treating glaucoma also include 
topical compositions such as solutions, ointments, and solid inserts as described in U.S. Patent 4,442,089. 
About 10 to 500 mg. of active ingredient is compounded with physiologically acceptable vehicle, carrier, exci- 
pient, binder, preservative, stabilizer, flavoring, etc., in a unit dose form as called for by accepted pharmaceut- 
ical practice. 

55 The following examples are illustrative of the invention. Temperatures are given in degrees centigrade. 

Thin layer chromatography (TLC) was performed in silica gel unless otherwise stated. 



10 



R7OOC — CH — 



O 
II 

or R 4~ P — 



15 
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EXAMPLE 1 

[4S-[4a(R*),7a,10aft)]-Octahydro-4-[(2-mercap^ 
b][1,3]oxazepine-7-carboxy1ic acid 

5 

a) (S)-2-Phthalimido-4-hydroxybutanoic acid, triethylamine salt 

A solution of L-homoserine (3.0 g., 25.2 mmol.) and sodium carbonate (2.670 g., 25.2 mmol.) in water (60 
ml.) was treated with N-carbethoxy-phthalimide (5.570 g., 25.4 mmol.). After stirring at room temperature for 

10 2 hours, the solution was acidified with 6 N hydrochloric acid and extracted into ethyl acetate. The ethyl acetate 
extract was washed with brine, dried (sodium sulfate), and filtered into a solution of triethylamine (4.0 ml.) in 
methylene chloride (40 mi.). The cloudy solution was concentrated and triturated with ethyl acetate and ethyl 
ether to afford 5.11 g. of the title compound as a white solid; m.p. 142 - 144°C. TLC (5% acetic acid in ethyl 
acetate) R, = 0.36; 

15 [a] D = -6.2° (c = 0.8, chloroform). 





Anal, calc'd. for C^H^^Og; 






C61.70; 


H 7.48; 


N7.99 


20 


Found: 


C61.45; 


H 7.47; 


N 7.84. 



b) (S)-2-Phthalimido-4-(triphenylmethoxy)butanoic acid, triethylamine salt 

A homogeneous solution of the product from part (a) (1.890g M 5.4 mmol.) in chloroform (20 ml.) was treated 
with triethylamine (80 ul.) followed by solid chlorotriphenylmethane (1 .590 g., 5.70 mmol.). After stirring at room 
temperature for 2.5 hours, the solution was partitioned between ethyl acetate and 0.1 N hydrochloric acid (150 
ml.). The organic layer was washed with water and brine, then dried (sodium sulfate) and filtered into a solution 
of triethylamine (1.0 ml.) in methylene chloride (30 ml.). The solution was concentrated to an oil, redissolved 
in a small amount of methylene chloride and ethyl acetate and triturated with ethyl ether until the solution be- 
came turbid. The mixture was seeded and let stand at room temperature. The resulting precipitate was col- 
lected by filtration, washed with ethyl acetate and ethyl ether, and dried in vacuo to afford 2.538 g. of the title 
compound as a white solid; m.p. = 165 - 170°C. (decomp.). TLC (10% methanol in chloroform) Rf = 0.23; [a] D 
= +7.0° (c = 1.2, chloroform). 

c) (S)-2-Phthalimido-6-hydroxyhexanoic acid 



A solution of (+)-L-e- hydroxy nor leucine [prepared according to the procedure of Bodanszky et al., J. Med 
Chem., 1978, 21_, 1030 - 1035] (1.030 g., 7.0 mmol.) and sodium carbonate (745 mg., 7.0 mmol.) in water (12 
ml.) was treated with N-carbethoxyphthalimide (1.495 g., 7.0 mmol.) and the mixture was stirred at room tem- 
perature for 2 hours. The solution was filtered, cooled to 0° C, and acidified with 6N hydrochloric acid to afford 
a white precipitate. The solid was collected by filtration and dried in vacuo at 80° C. for one hour to give 1.297 
g. of the title compound; m.p. 162 - 163°C; [a] D = -35.7° (c = 1.3, methanol). 

d) (S)-2-Phthalimido-6,6-dimethoxyhexanoic acid, methyl ester 

A slurry of the product from part (c) (3.752 g., 13.5 mmol.) and cesium carbonate (2.178 g., 6.7 mmol.) in 
dimethylformamide (44 ml.) was treated with methyl iodide (3.0 ml., 6.84 g., 48.2 mmol.). After stirring at room 
temperature for 2 hours, the mixture was diluted with ethyl acetate and washed successively with water con- 
taining a small amount of sodium bisulfite, water, 50% saturated sodium bicarbonate, and brine, then dried (so- 
dium sulfate), filtered and stripped to give the intermediate ester as a colorless oil (3.825 g.). The oil was ho- 
mogeneous by TLC (1:1-acetone:hexanes) R f = 0.37. 

A -78°C solution of oxalyl chloride (1.37 ml., 2.00 g., 15.7 mmol.) in dry methylene chloride (58 ml.) was 
treated dropwise with a solution of dry dimethytsulfoxide (2.24 ml., 2.47 g., 31.6 mmol.) in methylene chloride 
(2 ml.). After 10 minutes, a solution of the above alcohol-ester (3.825 g., 13.1 mmol.) in methylene chloride 
(10 ml.) was added. After an additional 15 minutes, triethylamine (8.0 ml.) was added and the mixture was 
stirred at -78°C for 5 minutes, then warmed to 0°C. The mixture was diluted with ethyl acetate/ethyl ether and 
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was subsequently washed with 1 N hydrochloric acid, water, and brine, then dried (sodium sulfate), filtered 
and stripped to give the crude desired aldehyde. The oil was homogeneous by TLC ( 1:1-acetone:hexanes) 
Rf = 0.48. 

A solution of the above aldehyde in methanol (17 ml.) and methylene chloride (17 ml.) was treated with 
5 trimethyl orthoformate (1.7 ml.) followed by p-toluenesulfonic acid monohydrate (180 mg.). The mixture was 
stirred at room temperature for 1.5 hours, then partitioned between ethyl acetate and 50% saturated sodium 
bicarbonate. The organic layer was washed with water and brine, then dried (sodium sulfate), f litered and strip- 
ped. The residue was flash chromatographed (Merck silica gel, 1:1 -ethyl acetate: hexanes) and the pure prod- 
uct fractions were crystallized from ethyl acetate/hexanes to give the analytically pure title product (3.452 g., 
10 first crop and 215 mg., second crop) as white needles; m.p. 69 - 70°C. TLC (1:1 - ethyl acetate:hexanes) Rf = 
0.35; [ct] D = -27.4° (c = 1 .5, chloroform). 





Anal, calc'd. for C 17 H 2 i 


NO e : 




15 




C 60.89; 


H6.31; 


N4.18 




Found 


C 60.80; 


H 6.32; 


N4.16. 



e) [S-(R*,R*)]-2-[[2-Phthalimido-4-(triphenylmethoxy)-1-oxobutyl]amino]-6,6-dimethoxyhexanoic acid, me- 
thyl ester 

A slurry of the product from part (d) (2.540 g., 7.57 mmol.) in methanol (1 8 ml.) was treated with hydrazine 
monohydrate (378 ul„ 390 mg, 7.80 mmol.). The mixture became homogeneous within 10 minutes. After stirring 
at room temperature for 3 days, the resulting slurry was filtered, stripped, slurried in methylene chloride, filtered 
and stripped again to afford the crude intermediate amine as a colorless oil. Meanwhile a solution of the trie- 
thylamine salt product from part (b) (4.622 g., 7.80 mmol.) in methylene chloride (50 ml.) at 0°C. was treated 
with benzotriazol-1-yioxytris-(dimethyiamino)phosphonium hexafluorophosphate (3.519 g., 7.95 mmol.). The 
mixture was stirred for 35 minutes, then treated with a solution of the above amine in methylene chloride (15 
ml.). After 10 minutes at 0° C and 2 hours at room temperature, the solution was partitioned between ethyl 
ether and water. The organic layer was washed with 50% saturated sodium bicarbonate and brine, then dried 
(sodium sulfate), filtered and stripped. The residue was flash chromatographed (Merck silica gel, 6:4-ethyl 
acetate: hexanes) to give 3.580 g. of pure title compound as a white foam. TLC (6:4 - ethyl acetate: hexanes) 
Rf = 0.32; [a] D = +26.2° (c = 0.6, chloroform). 

Q [S-(R*,R > )]-2-[(2-Phthalimido-4-hydroxy-1-oxobutyl)amino]-6,6-dimethoxyhexanoic acid, methyl ester 

A solution of the product from part (e) (5.420 g., 8.0 mmol.) in methanol (60 ml.) was treated with p-tolue- 
nesulfonic acid monohydrate (520 mg.). After stirring at room temperature for 1 .5 hours, the mixture was par- 
titioned between ethyl acetate and dilute sodium bicarbonate. The phases were separated and the aqueous 
layer was extracted again with ethyl acetate. The pooled organic extracts were washed with brine, dried (so- 
dium sulfate), filtered and stripped. The residue was flash chromatographed (Merck silica gel, 8:2-ethy1 acet- 
ate:hexanes followed by 5% methanol in ethyl acetate) to afford 2.860 g. of the title product as a colorless oil. 
TLC (7:3 - ethyl acetate:hexanes) R, = 0.26; [a] D = +18.7° (c = 1.3, chloroform). 

g) [4S-(4a,7a > 10ap)}-Octahydro-4-phthalimido-5-oxo-7H-pyrido[2,1-bl[1 t 3]oxazepine-7-carboxylic acid, me- 
thyl ester 



A solution of the product from part (0 (2.10 g., 4.95 mmol.) in methylene chloride (100 ml.) was treated 
with Amberlyst® 15 ion exchange resin (240 mg., pre-washed successively with 6 N hydrochloric acid, water, 
tetrahydrofuran, then methylene chloride). After stirring at room temperature for 2.5 hours, the solution was 
filtered, stripped and flash chromatographed (Merck silica gel, 6:4-ethyl acetate: hexanes followed by 100% 
ethyl acetate) to give 1.40 g. of title product as a white foam. 

h) (S)-2-(Acetylthio)benzenepropanoic acid 

Sodium nitrite (10.3 g., 280 mmol.) was added to a solution of D-phenylalanine (30.0 g., 181 mmol.) and 
potassium bromide (73.5 g.) in sulfuric acid (2.5 N, 365 ml.) over a period of one hour while maintaining the 
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temperature of the reaction mixture at 0°C. The mixture was stirred for an additional hour at 0° C and then for 
one hour at room temperature. The reaction solution was extracted with ether, the ether was back extracted 
with water, and the ether layer was dried over sodium sulfate. Ether was removed in vacuo , and distillation of 
the oily residue afforded 25.7 g. of (R)-2-bromo-3-benzenepropanoic acid; b.p. 141°C. (0.55 mm. of Hg); [a] D 

5 = +14.5° (c = 2.4, chloroform). 

A mixture of thioacetic acid (7 ml., 97.9 mmol.) and potassium hydroxide (5.48 g., 97.9 mmol.) in acetonitrile 
(180.5 ml.) was stirred under argon at room temperature for 1 3/4 hours. The mixture was cooled in an ice- 
bath, and a solution of (R)-2-bromo-3- benzene propanoic acid (20.4 g., 89 mmol.) in acetonitrile (20 ml.) was 
added over a ten minute period. The reactinn was stirred under argon at room temperature for 5 hours, filtered, 

10 and the acetonitrile was removed in vacuo . The oily residue was redissolved in ethyl acetate and washed with 
10% potassium bisulfate and water. Removal of the ethyl acetate in vacuo afforded 19.6 g. of crude product. 
The crude product was purified via its dicyclohexylamine salt using isopropyl ether as solvent for crystallization. 
An analytical sample of (S)-2-(acetylthio)benzenepropanoic acid, dicyclohexylamine salt was prepared by re- 
crystallization from ethyl acetate; m.p. 146-147°C.; [a] D = -39.6°C. (c = 1.39, chloroform). 



15 



20 



Anal, calc'd. for CnH^OaS • C^H^N: 


Found: 


C.68.11; 
C.67.93; 


H,8.70; 
H,8.71; 


N.3.45; 
N.3.37; 


S.7.91 
S.7.94. 



The free acid was regenerated by partitioning the dicyclohexylamine salt between 5% potasssium bisulfate 
and ethyl acetate to yield (S)-2-(acetylthio)benzenepropanoic acid; [a] D = -70.1°C. (c = 1.91, chloroform). 
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Anal, calc'd. for C^H^OaS: 


Found: 


C58.91; 
C.58.73; 


H.5.39; 
H,5.41; 


S.14.30 
S,14.53. 



30 

i) [4S-[4a(R*),7a,10ap]]-Octahydr^ 
b][1,3]oxazepine-7-carboxylic acid, methyl ester 

The product from part (g) (620 mg., 1.66 mmol.) in methanol (10ml.) was treated with hydrazine monohy- 
35 drate (85 uJ., 88 mg., 1.75 mmol.) and the solution was stirred at room temperature for 44 hours. The mixture 
was filtered and the solid was washed with methanol. The filtrate was stripped, triturated with methylene chlor- 
ide, filtered again and stripped to give the crude amine as a cloudy oil (about 400 mg.). 

Acold (0°C) solution of (S)-2-(acetylthio)-benzenepropanoic acid (410 mg., 1.83 mmol.) and triethylamine 
(250 |J., 182 mg., 1.80 mmol.) in methylene chloride (10 ml.) was treated with the above amine (as a solution 
40 in 8 ml. methylene chloride) followed by benzotriazol-1-yloxytris-(dimethylamino)phosphonium hexafluoro- 
phosphate (808 mg, 1.83 mmol.). The clear, nearly colorless solution was stirred at 0°C for 40 minutes and 
then at room temperature for 2 hours. The mixture was partitioned between ethyl acetate/ethyl ether and water. 
The organic layer was washed successively with 50% saturated sodium bicarbonate and brine, then dried (so- 
dium sulfate), filtered and stripped. The residue was flash chromatographed (Merck silica gel, 60-70% ethyl 
45 acetate in hexanes) to give 602 mg., of pure title product as a white foam; TLC (6:4-ethyi acetate: hexanes) R, 
= 0.27. 

j) [4S-[4a(R*),7a > 10ap]]-Octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H>pyri 
b][1,3]oxazepine-7-carboxylic acid 

50 

A0°C. solution of the product from part (i) (590 mg., 1.32 mmol.) in methanol (10 ml., de-oxygenated via 
argon bubbling) was treated with 1 N sodium hydroxide (7 ml., de-oxygenated via argon bubbling). After stirring 
for 15 minutes, the solution was warmed to room temperature and stirring under argon was continued for an 
additional 4.5 hours. The mixture was acidified with 5% potassium bisulfate, diluted with water and extracted 
55 with ethyl acetate. The ethyl acetate extract was washed with water and brine, then dried (sodium sulfate), 
filtered and concentrated to approximately 3 ml. The residue was slurried in ethyl acetate and a little hexane 
and the resulting solid was collected by filtration and dried in vacuo to give 413 mg. of the title product; m.p. 
180.5°C. (decomp.). TLC (2% acetic acid in ethyl acetate) R, = 0.39; 
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(a] D = -37.6° (c = 0.36, methanol). 

HPLC: YMC S3 ODS column (6.0 x 1 50 mm); eluted with 40% A: 90% water-1 0% methanol-0.2% phosphoric 
acid and 60% B: 10% water-90% methanol-0.2% phosphoric acid; flow rate 1.5 ml/min detecting at 
220 nm; t R = 6.73 min (95.7%). 



10 



Anal, calc'd. for C^h^l^C^S 0.12 ethyl acetate: 


Found 


C, 58.05; 
C, 58.23; 


H, 6.24; 
H, 6.34; 


N, 6.95; 
N, 6.83; 


S, 7.96 
S, 7.81. 



EXAMPLE 2 



15 



20 



25 



30 



35 



40 



[3R-[3g(S*),6a,9apfrHexahydrc-3-[(2-mera 
b][1,3]thiazine-6-carboxylic acid 

a) N-[(Phenylmethoxy)carbonyl]-L-cysteine 

Asolution of N,N'-bis[(phenylmethoxy)-carbonyl]-L-cystine (4.658 g., 9.16 mmol.) in methanol (35 ml.) was 
treated with 2 N sulfuric acid (23 ml.) followed by portionwise treatment with zinc dust (2.442 g., 37.3 mmol.). 
The mixture was heated at 70°C. for 1.5 hours, filtered while still warm, and concentrated on the rotovap. The 
residual solution was extracted with ethyl ether and the ethereal extract was washed with water and brine, 
then dried (sodium sulfate), filtered and stripped. The residue (oil) was dissolved in carbon tetrachloride, cooled 
to 0°C. ( and seeded to slowly afford a precipitate. The solid was collected by filtration and washed with cold 
carbon tetrachloride to give 2.648 g. of product. The mother liquor was stripped, flash chromatographed (Merck 
silica gel, ethyl acetate followed by 4% acetic acid in ethyl acetate) to give additional product after crystalliza- 
tion (246 mg.). The total yield of product was 2.894 g. TLC (5% acetic acid in ethyl acetate) R, = 0.58. 

b) S-Acetyl-N-[(Phenylmethoxy)carbonyl]-L-cysteine 

A homogeneous solution of the product from part (a) (2.70 g., 1 0.6 mmol.) in water (30 ml., de-oxygenated 
via argon bubbling) containing potassium bicarbonate (2.140 g. f 21.4 mmol.) was treated with acetic anhydride 
(8.0 ml., 8.66 g, 84.8 mmol.). After 10 minutes at room temperature, the mixture was acidified with 10% hy- 
drochloric acid and extracted with ethyl ether. The ethyl ether extract was washed twice with water and brine, 
then dried (sodium sulfate), filtered and stripped to give an oil. The residue was azeotroped three times with 
toluene and twice with ethyl ether/hexane, after which time the oil crystallized. The residue was triturated with 
ethyl ether/hexane and the solid was collected by filtration to give 2.19 g., of pure title product. TLC (5% acetic 
acid in ethyl acetate) R< = 0.56. 

c) (S)-2-[[N-[(Phenylmethoxy)carbonyl-S-acetyl-L-cysteinyl]amino]'6,6-dimethoxyhexanoic acid, methyl es- 
ter 



45 



50 



55 



A slurry of (S)-2-phthalimido-6,6-dimethoxyhexanoic acid, methyl ester [prepared as described in Example 
1(d), 1.158 g. f 3.45 mmol.) in methanol (12 ml.) was treated with hydrazine monohydrate (176 \i\. t 182 mg., 
3.63 mmol.). The mixture became homogeneous within 10 minutes. After stirring at room temperature for 67 
hours, the resulting slurry was filtered, stripped, slurried in methylene chloride, filtered and stripped again to 
afford the crude intermediate amine as a colorless oil. Meanwhile a partial slurry of the product from part (b) 
(1.185 g., 3.98 mmol.) in methylene chloride (14 ml.) was treated with triethylamine (555 uJ., 403 mg., 3.98 
mmol.). The now homogeneous solution was cooled to 0°C, treated with the above amine as a solution in me- 
thylene chloride (7 mL), then treated with benzotriazol-1-yloxytris(dimethylamino)-phosphonium hexafluoro- 
phosphate (1 .762 g., 3.98 mmol.). The mixture was stirred at 0°C. for 2.5 hours, then at room temperature for 
45 minutes. The solvent was removed and the residue was partitioned between ethyl acetate and water. The 
organic layer was washed with 50% saturated sodium bicarbonate and brine, then dried (sodium sulfate), fil- 
tered and stripped. The residue was flash chromatographed (Merck silica gel, 65:35-ethyl acetate: hexanes) 
to give 1 .1 5 g., of the pure title product as a white foam. TLC (75:25 - ethyl acetate:hexanes) R f = 0.42. 
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Analysis Calc'd. for C 2 2H32N 2 0 8 S: 






C, 54.53; 


H, 6.66; 


N, 5.78; 


S, 6.62; 


5 


Found 


C, 54.79; 


H, 6.72; 


N, 5.77; 


S, 6.95. 



d) [3R-(3a t 6g,9ap)]-Hexahydro-3-n(p^ 
6-carboxylic acid, methyl ester 

10 

A de-oxygenated (argon bubbling) solution of the product from part (c) (1.040 g., 2.15 mmol.) in methanol 
(12 ml.) at 0°C. was treated with sodium methoxide (25% by weight in methanol, 490 uJ., 463 mg., 2.14 mmol.). 
After 20 minutes, the mixture was quenched with saturated ammonium chloride, diluted with water, and ex- 
tracted with ethyl acetate. The ethyl acetate extract was washed with water and brine, then dried (sodium sui- 
ts fate), filtered and stripped. The residue was redissolved in methylene chloride (200 ml.) and stirred at room 
temperature with Amberlyst® 15 ion exchange resin (820 mg., pre-washed successively with 6 N hydrochloric 
acid, water, tetrahydrofuran, then methylene chloride). After 3 hours, the solution was filtered, stripped and 
flash chromatographed (Merck silica gel, 65:35-ethyl acetate:hexanes) to give 757 mg. of the title product as 
a colorless oil. TLC (75:25 - ethyl acetate:hexanes) R, = 0.58. 

20 

e) [3R-(3a,6a,9ap)]-Hexahydro-3-amin^ acid, methyl 
ester 

A solution of the product from part (d) (752 mg., 1 .99 mmol.) in dry methylene chloride (15 ml.) was treated 
25 at room temperature with iodotrimethylsilane (620 nl., 872 mg., 4.36 mmol.). After stirring for 3 hours, the mix- 
ture was quenched with water, treated with a small amount 10% hydrochloric acid, and extracted with ethyl 
ether. The layers were separated and the ethereal layer was back-extracted with water. The pooled aqueous 
layers were made basic (pH 13) with 10% sodium hydroxide and extracted twice with methylene chloride. The 
pooled methylene chloride extracts were dried (sodium sulfate), filtered and stripped to give 290 mg. of crude 
30 title product as a colorless oil. TLC (10% methanol in methylene chloride) R< = 0.38. 

f) [3R-[3a(S»),6a,9aM]-Hexahydro-3-^ 
b][1,3]thiazine-6-carboxylic acid, methyl ester 

35 A cold (0° C.) solution of (S)-2-(acety1thio)benzenepropanoic acid (294 mg., 1.31 mmol.) and triethylamine 

(180 uL, 131 mg., 1.29 mmol.) in methylene chloride (8 ml.) was treated with the product from part (e) (287 
mg., 1.17 mmol.) as a solution in 6 ml. methylene chloride. Benzotriazol-1-yloxytris(dimethylamino)phospho- 
nium hexafluorophosphate (575 mg., 1.30 mmol.) was then added. The clear, nearly colorless solution was 
stirred at 0°C for 1 hour and then at room temperature for 1 hour. The solvent was removed by rotary evapor- 

40 ation and the residue was partitioned between ethyl acetate and 5% potassium bisulfate. The organic layer 
was washed successively with water, 50% saturated sodium bicarbonate and brine, then dried (sodium sulfate), 
filtered and stripped. The residue was flash chromatographed (Merck silica gel, 1:1-ethyl acetate:hexanes) to 
give 412 mg. of the pure title product as a white foam. TLC (1:1-ethyl acetateihexanes) R, = 0.27; [g] D = - 
107.0°C. (c = 0.6, chloroform). 

45 

g) [3R-[3g(S*),6g,9api]-Hexahydro-3-[(2-merra 
b][1,3]thiazine-6-carboxylic acid 

A0°C solution of the product from part (0 (406 mg, 0.90 mmol) in methanol (5 ml., de-oxygenated via argon 
50 bubbling) was treated with 1 N sodium hydroxide (5 ml., deoxygenated via argon bubbling). After stirring for 
one hour, the solution was warmed to room temperature and stirring under argon was continued for an addi- 
tional 1 .25 hours. The mixture was acidified with 5% potassium bisulfate, diluted with water and extracted with 
ethyl acetate. The ethyl acetate extract was washed with water and brine, then dried (sodium sulfate), filtered 
and stripped. The residue was flash chromatographed twice (Merck silica gel, 2% acetic acid in ethyl acetate). 
55 Product fractions were checked by HPLC. The desired fractions were pooled, stripped, and azeotroped twice 
with ethyl acetate. The residue was taken up in a small amount of ethyl acetate and triturated with hexanes. 
The solvent was stripped and the residue was slurried in hexanes, stripped and dried in vacuo to give 98.3 
mg. of the title product as a hard white foam. TLC(2% acetic acid in ethyl acetate) R, = 0.46; [g] D = -57.0° 
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(c = 0.4, chloroform). 

HPLC: YMC S3 ODS column (6.0 x 150 mm); eluted with 40% A: 90%water-10% methanol-0.2% phosphoric 
acid and 60% B: 10% water-90% methanol-0.2% phosphoric acid; flow rate 1.5 mL/min detecting at 220 nm; 
t R = 8.33 min.(95.0%). 



5 



Anal, calc'd. for C 18 H22N 2 0 4 S2 • 0.2 ethyl acetate: 


Found 


C, 54.79; 
C, 54.59; 


H.5.77; 
H, 6.04; 


N, 6.80; 
N, 6.59; 


S, 15.56. 
S, 15.16. 



EXAMPLE 3 

[4S-[4a(R*)7a l 1Qap]]-Octahydro^-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5^xo-7H-pyrido^^ 
b][1,3]thiazepine-7-carboxylic acid 

a) [S-(R*,R*)]-2-g2-Phthalimido-4-(acetylthio)-1-oxobutyl]amino]-6,6-dimethoxyhexanoic acid, methyl ester 

A cold (0°C.) solution of triphenylphosphine (1.143 g., 4.36 mmol.) in tetrahydrofuran (20 ml.) was treated 
with diisopropyf azidodicarboxylate (860 nl„ 883 mg., 4.37 mmol.). Within 5 minutes a white slurry developed. 
After 30 minutes, a solution of [S-(R*,R*)-2-[(2-phthalimido-4-hydroxy-1-oxobutyl]amino}-6,6-dimethoxyhex- 
anoic acid, methyl ester [prepared as described in Example 1(f), 928 mg., 2.19 mmol.] in tetrahydrofuran (8 
ml.) was added followed by neat thioacetic acid (31 2 uJ., 332 mg., 4.36 mmol.). The mixture was stirred at 0°C. 
for 1.25 hours, then partitioned between 50% saturated sodium bicarbonate and ethyl acetate. The ethyl acet- 
ate extract was washed with brine, dried (sodium sulfate), filtered and stripped. The residue was redissolved 
in ethyl acetate and treated with a small amount of hexane to precipitate triphenylphosphine oxide. The mixture 
was filtered and the filtrate was flash chromatographed (Merck silica gel, 65:35-ethyl acetate:hexanes) to give 
894 mg. of the title product as a colorless oil. TLC (75:25 - ethyl acetate: hexanes) R, = 0.43. 

b) [4S-(4a,7a,10ap)l-Octahydro^-phthalimi^^ acid, me- 
thyl ester 



A de-oxygenated (argon bubbling) solution of the product from part (a) (814 mg., 1.65 mmol.) in methanol 
(15 ml.) at 0°C. was treated with sodium methoxide (25% by weight in methanol, 1.05 ml., 4.6 mmol.). After 5 
minutes, the mixture was quenched with saturated ammonium chloride, diluted with water, and extracted with 
ethyl acetate. The ethyl acetate extract was washed with water and brine, then dried (sodium sulfate), filtered 
and stripped. The residue was redissolved in methylene chloride (180 ml.) and stirred at room temperature 
with Amberlyst® 15 ion exchange resin (285 mg., pre-washed successively with 6 N hydrochloric acid, water, 
tetrahydrofuran, then methylene chloride). After 46 hours, the solution was filitered, stripped and flash chro- 
matographed (Merck silica gei, 1 :1 -ethyl acetate:hexanes) to give 314 mg. of the title product as a white foam. 
Trituration of the foam with ethyl ether produced the title product as a white solid; m.p. = 147 - 148°C. TLC 
(75:25 - ethyl acetate: hexanes) Rf = 0.56; [a] D = -143.2° (c = 0.6, chloroform). 



c)[4S-[4a(R"),7a,10ap]]-Octahydro-4-^ 
b][1,3]thiazepine-7-carboxylic acid, methyl ester 

The product from part (b) (280 mg., 0.72 mmol.) in methanol (8 ml.) was treated with hydrazine monohy- 
drate (42 uJ., 43.3 mg., 0.86 mmol.) and the solution was stirred at room temperature for 67 hours. The mixture 
was filtered and the solid was washed with methanol. The filtrate was stripped, triturated with methylene chlor- 
ide, filtered again and stripped to give the crude amine as a yellow oil (about 205 mg.). 

A cold (0° C.) solution of (S)-2-(acetylthio)benzenepropanoic acid (178 mg., 0.79 mmol.) and triethylamine 
(111 nl., 80 mg., 0.80 mmol.) in methylene chloride (3 ml.) was treated with the above amine (as a solution in 
7 ml. methylene chloride) followed by benzotriazol-1-yloxytris(dimethytamino)phosphonium hexafluorophos- 
phate (353 mg., 0.80 mmol.). The solution was stirred at 0°C. for 1 hour and then at room temperature for 2 
hours. The solvent was stripped and the residue was partitioned between ethyl acetate and 5% potassium bi- 
sulfate. The organic layer was washed successively with water, 50% saturated sodium bicarbonate and brine, 
then dried (sodium sulfate), filtered and stripped. The residue was flash chromatographed (Merck silica gel, 
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1:1 -ethyl acetate: hexanes) to give 272 mg. of the pure title product as a white foam. 

d) [4S-[4a(R*),7a,10ap]]-Octahydro 
b][1,3]thiazepine-7-carboxy1ic acid 

5 

A room temperature solution of the product from part (c) (227 mg., 0.49 mmol.) in methanol (5 m!., de- 
oxygenated via argon bubbling) was treated with 1 N sodium hydroxide (8 ml,, deoxygenated via argon bub- 
bling). After stirring for 1 hour, the mixture was acidified with 10% hydrochloric acid, diluted with water and 
extracted with ethyl acetate. The ethyl acetate extract was washed with water and brine, then dried (sodium 
10 sulfate), filtered and concentrated. The resulting solid was slurried in ethyl acetate and collected by filtration. 
The filtrate was flash chromatographed (Merck silica gel, 1% acetic acid in ethyl acetate) and the desired frac- 
tions were pooled, stripped, and triturated with ethyl acetate/ethyl ether to give additional solid. The solids were 
pooled to give a total of 150 mg. of the title product; m.p. 216 - 217°C. (decomp.). TLC (2% acetic acid in ethyl 
acetate) R, = 0.56; 
15 [<x] D = -72.6° (c = 0.28, dimethyiformamide). 

HPLC YMC S3 ODS column (6.0 x 150 mm); eluted with 40% A: 90% water- 10% methanol-0.2% phosphoric 
acid and 60% B: 10% water-90% methanol-0.2% phosphoric acid; flow rate 1.5 ml/min detecting at 
220 nm; t R = 9.48 min. (97.4%). 



20 



Anal. calc'd. for C^H^C^ ■ 0.14 ethyl acetate: 


Found 


C, 55.82; 
C, 55.53; 


H, 6.02; 
H.6.01; 


N, 6.66; 
N, 6.63; 


S, 15.24; 
S, 14.91. 



EXAMPLE 4 

[4S-[4a(R*),7a,9ap]]-Octahydro-4-[(2-m^ 
^ pine-7-carboxyiic acid 

a) (S)-2-Phthalimido-5-oxo-5-(phenylmethoxy)pentanoic acid 

To a solution of y- benzyl- L-glutamate (17.49 g. f 73.70 mmol.) in aqueous (180 ml.) sodium carbonate (7.81 
g., 73.70 mmol.) and dioxane (120 ml.) was added N-carbethoxyphthalimide (16.50 g., 75.27 mmol., 1.02 eq.). 
After stirring at room temperature for 4.5 hours, The reaction mixture was acidified with 6N hydrochloric acid 
(30 ml.) and extracted into ethyl acetate (2 x 400 ml.). The combined ethyl acetate extracts were washed with 
50% brine (200 ml.), and brine (200 ml.), dried over sodium sulfate, filtered, concentrated and dried in vacuo 
to yield a crude oil (41.4 g.). To a solution of the crude residue in ethyl ether (100 ml.) was added dicyclohex- 
ylamine (14 ml.). After standing in the refrigerator overnight, the ethyl ether was removed by rotary evaporation 
and the oily residue was crystallized from ethyl acetate/ hexane. The resulting precipitate was collected by fil- 
tration, washed with hexane and dried in vacuo to yield 21.21 g. of the title product as the dicyclohexyl amine 
salt A suspension of this dicyclohexyiamine salt in ethyl acetate (200 ml.) was washed with 5% potassium bi- 
sulfate (3 x 50 ml.), brine (50 ml.) and dried over magnesium sulfate, filtered and concentrated to yield 13.5 g. 
of the title product as a white foam. TLC: (3% acetic acid in 9:1 ethyl acetate:heptane) R, = 0.30. 

45 

b) (S)-2-Phthalimido-5-oxo-5-(phenylmethoxy)pentanoic acid, methyl ester 

To a solution of the product from part (a) (1 3.22 g., 36.0 mmol.) and cesium carbonate (5.86 g., 1 8.0 mmol.) 
in dimethyiformamide (100 ml.) was added iodomethane (8.1 ml., 129.6 mmol., 3.6 eq.). The yellow solution 
was stirred for 2.5 hours, and was then partitioned between ethyl acetate (300 ml.) and water (250 ml.). The 
ethyl acetate extract was washed with 5% sodium bicarbonate (200 ml.) and brine, dried over magnesium sul- 
fate, filtered and concentrated to yield 13.68 g. a yellow oil. The residue was purified by chromatography on 
a 5 x 20 cm. silica gel column eluting with 30% ethyl acetate/hexane. The desired fractions were combined 
and concentrated to yield 10.0 g of the title product TLC (1 :1 , ethyl acetate:hexane) R, = 0.45. 
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c) (S)-2-Phthalimido-4-(carboxy)butanoic acid, methyl ester 

To a solution of the product from part (b) (10.0 g., 26.22 mmol.) in ethyl acetate (115 ml.) was added 20% 
palladium hydroxide on carbon catalyst (1.90 g.) and the resulting suspension was stirred under hydrogen at- 
5 mosphere (balloon) for 2. 5 hours. The mixture was filtered, washed thoroughly with ethyl acetate, concentrated 
and dried in vacuo to yield 7.29 g. of crude title product as a white solid; m.p. 137-138°C. TLC (10% metha- 
nol/ methylene chloride) R f = 0.43. 

d) (S)-2-Phthalimido-5-oxo-5-(ethylthio)pentanoic acid, methyl ester 

10 

To a solution of the product from part (c) (7.27 g., 24.95 mmoL) in methylene chloride (125 ml.) at 0° C 
under argon was added ethanethiol (4.81 ml., 64.92 mmol., 2.6 eq), 4-dimethylaminopyridine (609 mg., 4.99 
mmol., 0.2 eq.) and ethyl-3-(3-dimethylamino)propyl carbodiimide, hydrochloride salt (5.27 g., 27.47 mmol., 
1.1 eq.). After stirring at 0° C for 2 hours and at room temperature for 1 hour the reaction was concentrated, 
15 diluted with ethyl acetate (400 ml.) and washed with 5% potassium bisulfate (200 ml.), saturated sodium bi- 
carbonate (200 ml.), and brine (200 ml.), dried over sodium sulfate, filtered, concentrated and dried in vacuo 
to yield 8.30 g. of title product as a crude oil. TLC (1:1, ethyl acetate: hexane) Rf = 0.47. 

e) (S)-2-Phthalimido-5-oxopentanoic acid, methyl ester 

20 

A suspension of the product from part (d) (8.30 g., 24.75 mmol.) and 10% palladium on carbon (1.24 g.) 
in acetonitrile (150 ml.) under argon was treated dropwise with triethylsilane (7.91 ml., 49.5 mmol., 2 eq.). After 
stirring at room temperature for 45 minutes, the mixture was filtered, concentrated and dried in vacuo . The 
crude residue was purified by chromatography on a 5 x 25 cm silica gel column eluting with 25% ethyl acet- 
25 ate/ hexane (41.) followed by 35% ethyl acetate/hexane (2L). The desired fractions were combined to yield 5.60 
g. of title product. 

TLC (1:1, ethyl acetate: hexane) Rf = 0.32. 

f) (S)-2-Phthalimido-5,5-dimethoxypentanoic acid, methyl ester 
30 ' 

A solution of the product from part (e) (5.60 g., 20.34 mmol.) in methanol (60 ml.) and methylene chloride 
(40 ml.) was treated with trimethylorthoformate (3.8 ml ., 34.59 mmol., 1 J eq.) and p-toluenesulfonic acid mono- 
hydrate (280 mg.). After stirring at room temperature for 1.5 hours the reaction was quenched with 2 ml. of 
saturated sodium bicarbonate, concentrated, and partitioned between ethyl acetate (400 ml.) and water (100 
35 ml.). The ethyl acetate extract was washed with saturated sodium bicarbonate (100 ml.), brine (100 ml.), dried 
over magnesium sulfate, filtered and concentrated to a crude oil. The crude residue was purified by chroma- 
tography on a 5 x 20 cm silica gel column eluting with 30% ethyl aceatate/hexane (21.). The desired fractions 
were combined, concentrated and dried in vacuo to yield 6.20 g. of title product. TLC (1:1, ethyl acetate:hexane) 
R, = 0.40. 

40 

g) (S)-2-Amino-5,5-dimethoxypentanoic acid, methyl ester 

A solution of the product from part (f) (6.16 g., 19.18 mmol.) in methanol (125 ml.) was treated with hydra- 
zine monohydrate (0.98 ml., 20.14 mmol., 1.05 eq). After stirring at room temperature for 6 days, the resulting 
45 slurry was filtered, concentrated, triturated in methylene chloride, filtered, concentrated and dried in vacuo to 
afford 3.57 g. of title product as a cloudy oil. 
TLC (10% methanol in methylene chloride) Rf = 0.41. 

h) [S-(R*,R*)]-2-[[2-Phthalimido-4-(triphenylmethoxy)-1-oxobuty1]amino]-5,5-dimethoxypentanoic acid, me- 
so thyl ester 

A solution of (S)-2-phthalimido-4-(triphenylmethoxy)butanoic acid, triethylamine salt [prepared as descri- 
bed in Example 1(b), 11.62 g., 19.60 mmol., 1.05 eq.] in methylene chloride (100 ml.) at0° Cwas treated with 
ben20triazol-1-yloxytris(dimethy1amino)phosphonium hexafluorophosphate reagent (8.67 g., 19.60 mmol., 
55 1 .05 eq.). The mixture was stirred for 45 minutes at 0° C, then treated with a solution of the product from part 
(g) (3.57 g., 18.67 mmol.) in methylene chloride (50 ml.). After 10 minutes at 0° C and 2 hours at room tem- 
perature, the solution was partitioned between ethyl acetate (300 ml.) and water (100 ml.). The ethyl acetate 
layer was washed with 50% saturated sodium bicarbonate (100 ml.) and brine (100 ml.), dried over magnesium 
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sulfate, filtered and concentrated. The residue was purified by chromatography on a 5 x 25 cm sil ica gel column 
eluting with 1:1 ethyl acetate/hexane affording 8.58 g. of title product TLC (1:1, ethyl acetate:hexane) R, = 
0.20. 

5 i) [S-(R > t R*)]-2-[(2-Phthalimidc-4-hydroxy-1-oxobutyl)amino]-5,5-dimethoxypentanoic acid, methyl ester 

A solution of the product from part (h) (8.58 g., 12.91 mmol.) in methanol (100 ml.) was treated with p- 
toluensulfonic acid monohydrate (850 mg.). After stirring at room temperature for 3.5 hours, the mixture was 
partitioned between ethyl acetate (200 ml.) and 10% saturated sodium bicarbonate (100 ml.). The phases were 

10 separated and the aqueous layer was extracted again with ethyl acetate (100 ml.). The combined ethyl acetate 
extracts were washed with brine, dried over magnesium sulfate, filtered and concentrated. The residue was 
purified by chromatography on a 5 x 20 cm silica gel column eluting with 8:2 ethyl acetate:hexane (11.) followed 
by 1% methanol in ethyl acetate (21.). The desired fractions were combined, concentrated and dried in vacuo 
to yield 4.33 g. of title product. 

15 TLC (8:2 ethyl acetate :hexane) R f = 0.21 . 

j) [4S-(4tt,7a,9ap)]-Octahydro-4-phth^^ acid, methyl es- 

ter 

20 A solution of the product from part (i) (1 .89 g., 4.48 mmol.) in methylene chloride (90 ml.) was treated with 

Amberlyst® 15 ion exchange resin (400 mg., pre-washed successively with 6N hydrochloric acid, water, tet- 
rahydrofuran and methylene chloride). After stirring at room temperature for 3 hours the solution was filtered, 
concentrated and flash chromatographed on a 5 x 15 cm silica gel column eluting with 6:4 ethyl acetate: hexane 
to afford 1.51 g. of title product as a white foam. 

25 TLC (8:2 ethyl acetate: hexane) R, = 0.32. 

k) [4S-(4q t 7a,9ap)]-4-Amino-octah^ acid, methyl ester 

The product from part (j) (764 mg., 2.13 mmol.) in methanol (15 ml.) was treated with hydrazine monohy- 
30 drate (109 2.24 mmol., 1.05 eq.) and the solution was stirred at room temperature for 4 days. The mixture 
was filtered and the solid was washed with methanol. The filtrate was concentrated, triturated with methylene 
chloride, filtered again and concentrated. The residue was purified by chromatography on a 2 x 15 cm silica 
gel column eluting with 3% methanol in methylene chloride (31.) followed by 10% methanol in methylene chlor- 
ide (11.). The desired fractions were combined and concentrated to afford 451 mg. of title product as an oil. 
35 TLC (1 0 % methanol in methylene chloride) Rf = 0. 1 8. 

I) [4S-[4a(R*),7a,9ap]]-Octahy 
azepine-7-carboxylic acid, methyl ester 

40 A suspension of the dicyclohexylamine salt of (S)-2-acetylthio-3-benzenepropanoic acid [prepared as de- 

scribed in Example 1(h), 870 mg., 2.14 mmol., 1.14 eq.] in ethyl acetate (70 ml.) was washed with 5% potassium 
bisulfate (5 x 20 ml.), 50% brine (20 ml.), and brine (20 ml.), dried (anhydrous sodium sulfate), filtered, con- 
centrated and dried in vacuo overnight to give (S)-2-(acetylthio)benzenepropanoic acid. 

This free acid was dissolved in dry methylene chloride (10 ml.), cooled to 0° C (ice-salt bath) and treated 

45 with triethylamine (298 2.14 mmol.) followed by a solution of the product from part (k) (430 mg., 1 .88 mmol.) 
in methylene chloride (10 ml.) and benzotriazoM-yloxytris(dimethylamino) phosphonium hexafluorophos- 
phate (947 mg., 2.14 mmol., 1.14 eq.). The resultant solution was stirred at 0° C for 50 minutes then at room 
temperature for 3 hours. The reaction mixture was concentrated, diluted with ethyl acetate (150 ml.), washed 
with 0.5 N hydrochloric acid (50 ml.), water (50 ml.), saturated sodium bicarbonate (50 ml.), water (50 ml.) and 

50 brine (50 ml.), dried (anhydrous magnesium sulfate), filtered, and evaporated to dryness. The crude product 
was adsorbed onto Celite® and chromatographed on a silica gel column (5x10 cm), eluting with 60% ethyl 
acetate/hexane (31.). The desired fractions were combined and concentrated, affording 779 mg. of pure title 
product TLC (6:4, ethyl acetate: hexane) R, = 0.17. 

55 m) [4S-[4a(R*),7a,9a,pn-Octahydrc^ 
azepine-7-carboxylic acid 

A solution of the product from part (I) (754 mg., 1.74 mmol.) in methanol (15 ml.) was purged with argon 
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for 30 minutes, cooled to 0°C (ice-salt bath) then treated dropwise with a previously purged (argon, 30 minutes) 
solution of 1.0 N sodium hydroxide (1 2 ml.) maintaining the bubbling of argon throughout the addition and length 
of the reaction. The reaction mixture was stirred at 0°C for 3 hours, acidified at 0°C with 5% potassium bisulfate 
to pH 1 then extracted with ethyl acetate (3 x 100 ml.). The combined organic extracts were washed with 50% 

5 brine (100 ml.), brine (100 ml.), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in 
vacuo to yield a white foam. The residue was purified by chromatography on a 2.5 x 15 cm silica gel column 
eluting with ethyl acetate (500 ml.) and 0.3% acetic acid in ethyl acetate (11.). The desired fractions were con- 
centrated, stripped with chloroform and dried in vacuo overnight at 50° C over phosphorus pentoxide to yield 
the title product as a white foam; m.p. 88 - 92°C; [ct] D = -63.8° (c = 1 .0, methanol). 

10 TLC (1% acetic acid in ethyl acetate) R f = 0.24. 

1 H-NMR: 400 MHz; CDCI 3 : 6 1.80 - 2.31 (m's, 7H), 3.10 (m, 1H), 3.27 (m, 1H), 3.63 (m, 1H), 4.0 (m, 1H), 4.20 
(m, 1H), 4.49 (m, 1H), 4.75 (m, 1H), 5.23 (m, 1H), 7.19 - 7.30 (m's, 5H), 7.52 (d, 1H, J = 6 Hz). 
13 C-NMR: 100 MHz; CDCI 3 : 8 26.4, 32.0, 32.6, 41.2, 44.2, 53.0, 59.4, 70.6, 89.47, 126.9, 128.4, 129.3, 137.4, 
171.2, 171.6, 174.8. 



Anal, calc'd. for C 18 H22N 2 0 5 S • 0.85 H 2 0: 


Found: 


C, 54.91; 
C, 54.85; 


H, 6.07; 
H, 5.68; 


N.7.12; 
N, 7.18, 


S, 8.14 
S, 8.14. 



HPLC: t« = 13.5 min (96.7%, UV 220); YMC S-3 ODS (C-18) 6.0 x 150 mm; 30% B:A- 100% B:A, 25 minute 
linear gradient (A= 90% water/methanol + 0.2% phosphoric acid B = 90% methanol/water +0.2% phosphoric 
acid) flow rate at 1.5 ml./min. 

EXAMPLE 5 



[4S-[4a(R*),7g,9aPfrOctahydro-4-[(2-m^ 
pine-7-carboxylic acid 

a) [S-(R*,R*)]-2-P-Phthalimido-4-(acethylthio)-1-oxobutyl]amino]-5,5-dimethoxypentan acid, methyl es- 
ter 

A 0°C solution of triphenylphosphine (1 .26 g., 4.79 mmol., 1.5eq.) in dry tetrahydrofuran (15 ml.) was treat- 
ed with diisopropyl azodicarboxylate (943 ^1., 4.79 mmol.). The resultant white slurry was stirred for 30 minutes 
and then treated with a solution of [S-(R*,R*)]-2-[(2-phthalimido-4-hydroxy-1-oxobutyl)amino}-5,5-dimethox- 
ypentanoic acid, methyl ester [prepared as described in Example 4(i), 1.35 g., 3.20 mmol.] in dry tetrahydro- 
furan (15 ml.) followed by neat thiolacetic acid (343 jil. f 4.79 mmol.). The mixture was stirred at 0°C for 1.5 
hours and then partitioned between ethyl acetate (150 ml.) and 50% sodium bicarbonate (100 ml.). The ethyl 
acetate layer was washed with brine, dried over magnesium sulfate, filtered, concentrated, adsorbed onto Cel- 
ite® and dried in vacuo . The crude material was purified by chromatography on a 2.5 x 1 5 cm silica gel column 
eluting with 1:1 ethyl acetate: hexane (11.) and 6:4 ethyl acetate :hexane (11.). The desired fractions were com- 
bined, concentrated and dried in vacuo affording 1 .35 g. of title produce as an oil. TLC (8:2, ethyl acetate:hex- 
ane) Rf = 0.42. 

b) [S-(R*,R*)]-2-[(2-Phthalimido-4-mercapto-1-oxobutyl)amino]-5,5-dimethoxypentanoic acid, methyl ester 

A de-oxygenated (argon bubbling) solution of the product from part (a) (1.33 g., 2.76 mmol.) in methanol 
(25 ml.) at 0° C was treated with sodium methoxide (25% by weight in methanol, 1 .52 ml., 6.63 mmol., 2.4 eq.). 
After 3 minutes, the mixture was quenched with saturated ammonium chloride (3 ml.), diluted with water, and 
extracted with ethyl acetate (100 mi.). The ethyl acetate extract was washed with water (50 ml.) and brine (50 
ml.), dried over sodium sulfate, filtered and concentrated. The residue was purified by chromatography on a 
5 x 15 cm silica gel column eluting with 1:1 (31.) followed by 8:2 (21.) ethyl acetate:hexane. The desired product 
containing fractions were combined and concentrated to yield 853 mg. of title compound as an oil. TLC (8:2, 
ethyl acetate:hexane) R, = 0.43. 
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c) [4S-(4a7a,9ap)]-Octahydro^ ac id t me thyt 
ester 

A solution of product from part (b) (847 mg., 1.93 mmol.) in methylene chloride (20 ml.) was treated with 
5 Amberlyst® 15 ion exchange resin (700 mg. t pre-washed successively with 6N hydrochloric acid, water, tet- 
rahydrof uran and methylene chloride). After stirring at room temperature for 1 7 hours the solution was filtered, 
concentrated and flash chromatographed on a 2.5 x 15 cm silica gel column eluting with 1:1 ethyl acetate:hex- 
ane to afford 691 mg. of title product as a white foam. 
TLC (8:2 ethyl acetate: hexane) R t = 0.48. 

10 

d) [4S-(4a,7a,9aP)H-Aminc-oc^ acid, methyl ester 

The product from part (c) (899 mg., 2.40 mmol.) in methanol (1 7 ml.) was treated with hydrazine monohy- 
drate (122 uJ., 2.52 mmol., 1.05 eq.) and the solution was stirred at room temperature for 3 days. The mixture 
15 was filtered and the solid was washed with methanol. The filtrate was concentrated, triturated with methylene 
chloride, filtered again, concentrated, and dried in vacuo to yield 572 mg. of title product as a cloudy oil. TLC 
(10% methanol in methylene chloride) R, = 0.13. 

e) [4S-[4q(R*),7a,9apfl-Octahyd^ 

20 b][1,3]thiazepine-7-carboxy1ic acid, methyl ester ^ 

A suspension of the dicyclohexylamine salt of (S)-2-(acetylthio)benzenepropanoic acid [prepared as de- 
scribed in Example 1 (h), 1 .045 g. f 2.58 mmol., 1 .1 eq] in ethyl acetate (1 00 ml.) was washed with 5% potassium 
bisulfate (5 x 25 ml.), 50% brine (25 ml.), and brine (25 ml.), dried (anhydrous sodium sulfate), filtered, con- 

25 centrated and dried in vacuo for one hour to give (S)-2-(acetyithio)-benzenepropanoic acid. 

This free acid was dissolved in dry methylene chloride (10 ml.), cooled to 0°C (ice-salt bath) and treated 
with triethylamine (360 u.1., 2.58 mmol.), benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluoro- 
phosphate (1.141 g., 2.58 mmol.) and then a solution of the product from part (d) (572 mg., 2.34 mmol.) in me- 
thylene chloride (10 ml.). The resultant solution was stirred at 0°C for 30 minutes then at room temperature 

30 for 2.5 hours. The reaction mixture was concentrated, diluted with ethyl acetate (100 ml.) washed with 0.5 N 
hydrochloric acid (50 ml.), water (50 ml.), saturated sodium bicarbonate (50 ml.), water (50 ml.) and brine (50 
ml.), dried (anhydrous magnesium sulfate), filtered, and evaporated to dryness. The crude product was adsor- 
bed onto Celite® and chromatographed on a silica gel column (5x10 cm), eluting with 25%(5L), 30%(2I.), 
35%(2L), and 40%(2I.) ethyl acetate/hexane. The mixed fractions were combined and rechromatographed elut- 

35 ing with the same gradient. The desired fractions were combined and concentrated, affording 490 mg. of pure 
title product. 

TLC (1:1, ethyl acetate: hexane) R, = 0.16. 

0[4S-[4a(R*),7a,9ap]]-Octahydro^-[(2-m^ 
40 zepine-7-carboxylic acid ~~ 

A solution of the product from part (e) (490 mg., 1.09 mmol.) in methanol :tetrahydrofuran (8 ml.: 4 ml.) 
was purged with argon for 30 minutes, cooled to 0°C (ice-salt bath) then treated dropwise with a previously 
purged (argon, 30 minutes) solution of 1.0 N sodium hydroxide (10 ml.) maintaining the bubbling of argon 

45 throughout the addition and length of the reaction. The reaction mixture was stirred at 0°C for 3 hours, acidified 
at 0°C with 5% potassium bisulfate to pH 2 then extracted with ethyl acetate (3 x 75 ml.). The combined organic 
extracts were washed with brine (75 ml.), dried (anhydrous sodium sulfate), filtered, evaporated to dryness 
and dried in vacuo to yield a white foam (489 mg.). The residue was purified by chromatography on a 2.5 x 15 
cm silica gel column eluting with 9:1 ethyl acetate: heptane (400 ml.) and 0.5% acetic acid in 9:1 ethyl acet- 

50 ate:heptane (11.). The desired fractions were concentrated, stripped with methylene chloride/heptane and dried 
in vacuo to yield 428 mg. of producL The pure material was recrystallized from a mixture of ethyl acetate/me- 
thanol/hexane. The crystals were collected by filtration, washing thoroughly with ethyl ether, and dried in vacuo 
overnight at 40°C over phosphorus pentoxide to yield 305 mg. of title product as white crystals; m.p. 206 - 
208°C; [a] D = -96.3° (c = 1 .0, methanol). 

55 TLC (5% acetic acid in 9:1 ethyl acetate: heptane) R, = 0.29. 

1 H-NMR: 400 MHz; CDCI 3 w/ 2 drops CD 3 OD: 6 1 .94(m, 1 H), 2.02(d, 1 H, J = 9 Hz), 2.08(m, 1 H), 2.20 - 2.55(m's, 
4H), 2.95(m, 1H), 3.08(m, 1H), 3.23 (m, 1H), 3.27 (m, 1H), 3.59 (m, 1H), 4.54 (t, 1H, J = 7.3 Hz), 4.60 (m, 1H)! 
5.23 (m, 1 H), 7.1 8 - 7.34 (m's. 5H), 7.63 (d, 1 H, J = 6 Hz). 

33 



EP 0 629 627 A2 



13C-NMR: 100 MHz; CDCI 3 w/ 2 drops CD 3 OD: 6 27.6, 31.1, 32.1, 32.9, 41.1, 44.0, 52.8, 60.4, 62.2, 126.77, 
128.3, 129.0, 137.4, 170.2, 171.4. 172.6. 





Anal, calc'd. for CUH22N2O4S2 • 0.08 H 2 0: 


5 




C, 54.60; 


H, 5.64; 


N, 7.07; 


S, 16.19 




Found: 


C, 54.65; 


H, 5.54; 


N, 7.02, 


S, 15.80. 



HPLC: tR = 13.0 min (98.8%, UV 220); YMC S-3 ODS (C-18) 6.0 x 150 mm; 40% B:A- 100% B:A, 25 minute 
linear gradient (A = 90% water/methanol + 0.2% phosphoric acid; B = 90% methanol/water + 0.2% phosphoric 
acid); flow rate at 1.5 ml/min. 

EXAMPLE 6 

[4S-[4a(R*),7a,9aP)]]-Octahydrch4-[(2-merca^ 
zepine-7-carboxylic acid 

The product of Example 5 was also prepared as follows: 

a) N-[(Phenylmethoxy)carbonyl]-L-homoserine 

N-(Benzyloxycarbonyloxy)succinimide (23.57 g., 94.58 mmol.) was added to a solution of L-homoserine 
(10.24 g., 85.98 mmol.) and sodium bicarbonate (7.95 g., 94.58 mmol., 1.1 eq.) in a mixture of water (100 ml.) 
and acetone (100 ml.). The mixture was stirred at room temperature overnight. The acetone was removed un- 
der reduced pressure (rotovap) and the aqueous solution was washed with methylene chloride (2 x 75 ml.). 
The aqueous layer was then acidified to pH 2 by addition of 6N hydrochloric acid and extracted with ethyl acet- 
ate (2 x 250 ml.). The combined ethyl acetate layers were washed with water (2 x 100 ml.) and brine, dried 
over sodium sulfate, filtered, concentrated and dried in vacuo to afford 19.54 g. of title product as a white solid. 
TLC (ethyl acetate:n-butanol:acetic acid:water; 2:1:1:1) R, = 0.74 

b) N-[(Phenylmethoxy)carbonyl]-Q-(triphenylmethyl)-L-homoserine 

To a suspension of the product from part (a) (19.51 g., 77.04 mmol.) in chloroform (250 ml.) was added 
triethylamine (12.35 ml., 88.59 mmol., 1.15 eq.). The homogeneous mixture was treated with triphenylmethyl 
chloride (24.70 g., 88.59 mmol.) and the reaction was stirred for 3 hours. The reaction mixture was concen- 
trated under reduced pressure (rotovap), partitioned between ethyl acetate (400 ml.) and 5% potassium bisul- 
fate (200 ml.). The ethyl acetate layer was washed with 5% potassium bisulfate (200 ml.), water (2 x 200 mi.), 
and brine (200 ml.), dried over sodium sulfate, filtered, and concentrated to yield 45.4 g. material. The residue 
was chromatographed on a 10 x 30 cm silica gel column eluting with 6:4 ethyl acetate: hexane (21.) followed 
by 1% acetic acid in 8:2 ethyl acetate: hexane to give 8.76 g. of pure title compound. 

c) (S)-2-Amino-5,5-dimethoxypentanoic acid, methyl ester 

(S)-2-Phthalimido-5,5-dimethoxypentanoic acid, methyl ester [prepared as described in Example 4 (f), 
3.35g., 10.43 mmol.) in methanol (70 ml.) was treated with hydrazine mo nohydrate (531 uJ., 10.95 mmol., 1.05 
eq.) and the solution was stirred at room temperature for 6 days. The mixture was filtered and the solid was 
washed with methanol. The filtrate was concentrated, triturated with methylene chloride, filtered again, con- 
centrated, and dried in vacuo to yield 1 .89 g. of title product as a cloudy oil. 
TLC (10% methanol in methylene chloride) R< = 0.39. 

d) [S-(R*,R*)]-2-[[2-[[(Phenylmethoxy)carfeonyl1amino]-4-(tripheny!methoxy)-1-oxobutyl] 
thoxypentanoic acid, methyl ester 

A solution of the product from part (b) (5.28 g., 10.65 mmol., 1.1 eq.) in dry methylene chloride (50 ml.) at 
0° C was treated with triethylamine (1 .48 ml., 1 0.65 mmol.), followed by the product from part (c) (1 .85 g., 9.68 
mmol.) in dry methylene chloride (30 ml.) and benzotriazol-1-yloxytris(dimethylamino)-phosphonium hexa- 
fluorophosphate (4.71 g., 10.65 mmol., 1 .1 eq.). The mixture was stirred for 1 hour at 0°C and then stirred at 
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room temperature for 2 hours. The reaction mixture was partitioned between ethyl acetate (300 ml.) and water 
(150 ml.). The ethyl acetate layer was washed with 50% saturated sodium bicarbonate (200 ml.) and brine (2 
x 200 ml.), dried over magnesium sulfate, filtered, concentrated, adsorbed onto Celite® and purified on a 7 x 
20 cm silica gel column eluting with 40% ethyl acetate/hexane (3L), followed by 50% (21.) ethyl acetate/hexane 
5 affording 4.84 g. of title product. 

TLC (ethyl acetate: hexane, 1:1) R, = 0.22. 

e) [S-^R*)]-2-fl2-[[(Phenylmethoxy)carbonyl]am 
ic acid, methyl ester 

10 

A solution of the product from part (d) (4.80 g., 7.18 mmol.) in methanol (70 ml.) was treated with p-tolue- 
nesulfonic acid monohydrate (300 mg.). After stirring at room temperature for 2 hours, the mixture was parti- 
tioned between ethyl acetate (400 ml.) and 25% saturated sodium bicarbonate (200 ml.). The phases were 
separated and the aqueous layer was extracted again with ethyl acetate (100 ml.). The combined ethyl acetate 
15 extracts were washed with brine, dried over magnesium sulfate, filtered and concentrated. The residue was 
purified by chromatography on a 5 x 20 cm silica gel column eluting with 7:3 (11.), 8:2 (11.) ethyl acetate: hexane 
followed by 10% methanol in ethyl acetate (21.). The desired fractions were combined, concentrated and dried 
in vacuo to yield 2.92 g. of title product TLC (ethyl acetate:hexane, 8.2) R f = 0.09. 

20 f) [S-(R\R»)]-2-[[2-rc(Phenylmethoxy)cart^ 
noic acid, methyl ester 

A0° C solution of triphenylphosphine (3.06 g., 11.65 mmol., 1.7 eq.) in dry tetrahydrofuran (40 ml.) was 
treated with diisopropyl azodicarboxylate (2.29 ml., 11 .65 mmol.). The resultant white slurry was stirred for 30 

25 minutes and then treated with a solution of the product from part (e) (2.92 g., 6.85 mmol.) in dry tetrahydrofuran 
followed by neat thiolacetic acid (833 uJ., 11.65 mmol.). The mixture was stirred at 0° C for 2 hours and then 
partitioned between ethyl acetate (300 ml.) and 50% sodium bicarbonate (200 ml.). The ethyl acetate layer 
was washed with brine, dried over magnesium sulfate, filtered, concentrated, adsorbed onto Celite® and dried 
in vacuo . The crude material was purified by chromatography on a 5 x 20 cm silica gel column eluting with 1:1 

30 ethyl acetate:hexane (3L). The desired fractions were combined, concentrated and dried in vacuo affording 
2.58 g. of title product as an off-white solid. TLC (ethyl acetate: hexane, 8:2) R f = 0.40. 

g) [S-^R*))-2-n2-[[(Pheny1methoxy)rarb^ 
noic acid, methyl ester 

35 

A de-oxygenated (argon bubbling) solution of the product from part (0 (2.56 g., 5.28 mmol.) in methanol 
(50 ml.) at 0° C was treated with sodium methoxide (25% by weight in methanol, 3.62 ml., 15.84 mmol., 3 eq.). 
After 10 minutes, the mixture was quenched with saturated ammonium chloride (40 ml.), diluted with water 
(100 ml.), and extracted with ethyl acetate (300 ml.). The ethyl acetate extract was washed with water (100 
<o ml.) arid brine (150 ml.), dried over magnesium sulfate, filtered and concentrated. The residue was purified by 
chromatography on a 5 x 20 cm silica gel column eluting with 1:1 (31.) ethyl acetate:hexane. The desired com- 
pound was combined and concentrated to yield 1.99 g. of title product as an oil. TLC (ethyl acetate: hexane, 
8:2) R f = 0.43. 

45 h) [4S-(4a,7a,9ap)]-Octahydro~4-n(ph 
carboxylic acid, methyl ester 

A solution of the product from part (g) (2.16 g. f 4.88 mmol.) in methylene chloride (50 ml.) was treated with 
Amberlyst® 15 ion exchange resin (620 mg., pre-washed successively with 6N hydrochloric acid, water, tet- 
50 rahydrof uran and methylene chloride). After stirring at room temperature for 3 hours the solution was filtered, 
concentrated and flash chromatographed on a 5 x 20 cm silica gel column eluting with 6:4 ethyl acetate: hexane 
to afford 1.34 g. of title product as a white foam. TLC (ethyl acetate: hexane, 8:2) R f = 0.51. 

i) [4S-(4a,7a,9ap)]-4>Amino^ctahydro-5-oxopyrrolo[2,1-b][1,3]thiazepine-7-carboxylte acid, methyl ester 

55 ' " " ' ' ~~" ' * " "" " ~" " "~ ~~ ~ ~ ^ 

A solution of the product from part (h) (1.20 g., 3.17 mmol., stripped with toluene three times and dried in 
vacuo overnight] in dry methylene chloride (40 ml.) was treated with iodotrimethylsilane (632 uJ., 4.44 mmol., 
1.4 eq.) and stirred at room temperature under argon for 1.5 hours. The mixture was quenched with water (50 
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ml.), treated with 10% hydrochloric acid (5 ml., pH 1) and washed with ethyl acetate (50 ml.). The aqueous 
phase was treated with with 10% sodium hydroxide and extracted with methylene chloride (three times). The 
pooled extracts were dried over sodium sulfate, filtered, concentrated, and dried in vacuo to yield a 396 mg. 
of title product as a clear oil. TLC (10% methanol in methylene chloride) R< = 0.10. 

5 

j) [4S-[4a(R*),7a,9ap]]-Octahydr^ 
zepine-7-carboxylic acid 

A solution of (S)-2-(acetylthio)benzene-propanoic acid in dry methylene chloride was treated with triethy- 
10 lamine. A solution of the product from part (i) in methylene chloride was then added followed by benzotriazol- 
1-yloxytris-(dimethylamino)phosphonium hexafluorophosphate. The resultant solution was worked-up as de- 
scribed in Example 5(e) to give [4S-[4a(R*),7a,9ap]]-odahydro-4-(I2-(acetylthio)-1-oxo-3-phenylpropyl]ami- 
no]-5-oxopyrrolo[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester. 

A suspension of this methyl ester product in methanohtetrahydrofuran, purged with argon, was cooled to 
15 0° C and treated with a previously purged solution of 1.0 N sodium hydroxide. Work-up as described in Example 
5(0 gave the title product. 

EXAMPLE 7 

20 [4S-[4a(R*),7a,9ap]]-Octahydro-4-[(3-cyclohex^^^ 
b][1,3]thiazepine-7-carboxylic acid 

a) [4S-(4a,7a,9aP)]-4-Amino-octahydrch5-oxopyrrolo[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester, p- 
toluenesulfonic acid salt 

25 '~ " 

A solution of [4S-(4a,7a,9ap)]-octahydtO"4^(ph ,3]thiazepine- 
7-carboxylic acid, methyl ester [prepared as described in Example 6(h), 738 mg., 1.95 mmol., stripped three 
times with toluene and dried in vacuo overnight) in dry methylene chloride (25 ml.) was treated with iodotri- 
methylsilane (389 uJ., 2.73 mmol., 1.4 eq.) and stirred at room temperature under argon. After 2 hours the re- 

30 action was treated with additional amounts of iodotrimethyl silane (40 uJ.) and stirred for 30 minutes. The mix- 
ture was quenched with a 0.4 M hydrochloric acid solution of methanol :dioxane(9:1 ; 9.7 ml.) and stirred for 5 
minutes. The volatiles were removed in vacuo (Rotovap) and the residue was partitioned between water and 
ethyl acetate. The separated ethyl acetate layer was washed with water and the combined aqueous phase 
washed with ethyl acetate. The aqueous phase was cooled to 0° C and the pH adjusted to 10.3 (monitored 

35 with pH meter) with 1.0 N sodium hydroxide. The aqueous phase was extracted with methylene chloride (three 
times) and the aqueous phase was then saturated with salt and extracted again with methylene chloride (three 
times). The pooled extracts were dried over sodium sulfate, filtered, concentrated, and dried in vacuo to yield 
455 mg. of the free amine as a clear oil. TLC (10% methanol in methylene chloride) R, = 0.28. 

This free amine was dissolved in ethyl acetate (5 ml.) and treated with a solution of p-toluenesulfonic acid 

40 monohydrate (354 mg., 1 eq.) in ethyl acetate (1 ml.). White crystals immediately formed. The cystals were 
stored in refrigerator (5° C) for 30 minutes and then collected by filtration washing well with ethyl ether and 
drying overnight in vacuo to yield 639 mg. of title product as a white solid. 

b) (S)-2-(Acetylthio)-3-cyclohexy1 propanoic acid.dicyclhexylamine salt 

45 

A solution of D- phenylalanine (5.20 g., 31.5 mmol.) in 2 M hydrochloric acid (75 ml.) in a 500 ml. Parr hy- 
drogenation flask was purged with nitrogen gas and treated with platinum oxide (640 mg., 2.82 mmol.). Hy- 
drogenation was commenced at P Q = 42.4 psi in the sealed flask, refilling as necessary. Total hydrogen uptake 
was 83.4 psi (theory 83.8 psi) over 6 hours. The reaction was purged with nitrogen gas and filtered through 

so Celite®, washing the filter cake with hot water. The filtrate was concentrated to about 40 ml. and stored at 5°C 
overnight The resulting solids were collected, washed with a small amount of cold water and dried in vacuo 
at 60° C to give 5.46 g. of (R)-2-amino-3-cyclohexyl propanoic acid, hydrochloride salt. 

To a stirred solution of this hydrochloride salt (2.81 g., 13.5 mmol.) in 2.5 N sulfuric acid (32 ml.) at room 
temperature was added potassium bromide (10.0 g., 84 mmol.). The reaction mixture was cooled to -4° C and 

55 solid sodium nitrite (1 .75 g., 25.4 mmol.) was added portionwise over one hour, maintaining the temperature 
below 0° C. The reaction foamed and an oil began to form. After addition was complete, the reaction was stirred 
for 1 hour and then warmed to room temperature and stirred for another hour. The reaction mixture was then 
extracted twice with ether, the extracts were dried (magnesium sulfate), filtered and evaporated to give 2.3 g. 
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of (R)-2- bromo-3-cycl oh exyl propanoic acid as a colorless oil. 

To a stirred slurry of potassium thioacetate (1.07 g., 9.36 mmol.) in dry acetonitrile (15 ml.) at 0°C under 
argon was added a solution of (R)-2-bromo-3-cyclohexyl propanoic acid (2.20 g., 9.36 mmol.) in acetonitrile (3 
ml.) over 10 minutes. The reaction was warmed to room temperature and stirred 16 hours. The resulting slurry 
was filtered and evaporated. The residue was redissolved in ethyl acetate, washed once with 5% potassium 
bisulfate solution, dried (sodium sulfate) and evaporated. The oily yellow residue (2.21 g.) was dissolved in 
ether and treated with a solution of dicyclohexyl amine (1.8 ml., 9.0 mmol.) in 5 ml. of ether. Scratching the flask 
surface with a glass rod provided 2.38 g. of white crystalline title product; m.p. 159 - 161°C, [a] D = -41.2° (c = 
1.0, chloroform). 



Anal, calc'd. for C23H 41 NS0 3 : 


Found: 


C, 67.11; 
C, 66.95; 


H, 10.04; 
H, 10.12; 


N, 3.40; 
N, 3.25; 


S. 7.79 
S, 7.89. 



c) [4S-[4a(R*),7a,9ap]]-Octahy 
b][1,3]thiazepine-7-carboxylic acid, methyl ester 

A suspension of the compound <S)-2-(acetylthio)-3-cyciohexyl propanoic acid, dicyclohexylamine salt (285 
mg., 0.69 mmol., 1.05 eq.) in ethyl acetate (15 ml.) was washed with 5% potassium bisulfate (3 x 10 ml.), 50% 
brine (10 ml,), and brine (10 ml.), dried (anhydrous magnesium sulfate), filtered, concentrated, stripped with 
methylene chloride (twice) and dried in vacuo for one hour to give (S)-2-(acetylthio)-3-cyclohexyl propanoic acid 
as an oil. 

This free acid of was dissolved in dry methylene chloride (5 ml.), cooled to 0° C (ice bath), and treated 
with triethyiamine (96 ul. f 0.69 mmol., 1.05 eq.) t then the product from part (a) (275 mg. f 0.66 mmol.), triethy- 
lamine (92 uJ., 0.66 mmol.) and finally benzotriazol-1-yfoxytris(dimethylamino)-phosphonium hexafluorophos- 
phate (305 mg., 0.69 mmol.). The resultant solution was stirred at 0°C for 1 hour then at room temperature for 
2 hours. The reaction mixture was concentrated, diluted with ethyl acetate, washed with 5% potassium bisulfate 
(20 ml.), 50% saturated sodium bicarbonate (20 ml.), brine (20 ml.), dried (anhydrous magnesium sulfate), fil- 
tered, and evaporated to dryness. The crude product was adsorbed onto Celite® and chromatographed on a 
silica gel column (2.5 x 10 cm), eluting with 40% (11.) ethyl acetate/hexane. The desired fractions were com- 
bined and concentrated, affording 246 mg. of pure title product. TLC (ethyl acetate: hexane, 8:2) R, = 0.53. 

d) [4S-[4a(R*),7g,9aPD-Octahydr^ 
b][1,3]thiazepine-7-carboxylic acid 

A solution of the product from part (c) (245 mg., 0.54 mmol.) in methanol (6 ml.), purged with argon for 30 
minutes, cooled to 0°C was treated dropwise with a previously purged (argon, 30 minutes) solution of 1.0 N 
sodium hydroxide (5 ml.) maintaining the bubbling of argon throughout the addition and length of the reaction. 
The reaction mixture was stirred at 0°C for 2 hours, acidified at 0°C with 5% potassium bisulfate to pH 2 then 
extracted with ethyl acetate (3 x 20 ml.). The combined organic extracts were washed with 50% brine (20 ml.), 
and brine (20 ml.), dried (anhydrous magnesium sulfate), filtered, and evaporated to dryness. The residue was 
purified by chromatography on a 2.5 x 10 cm silica gel column eluting with 7:3 ethyl acetate: heptane (300 ml.) 
and 1% acetic acid in 7:3 ethyl acetate: heptane (500 ml.). The desired fractions were concentrated, stripped 
with methylene chloride and dried in vacuo to yield 172 mg. of title product as a white foam; [<x] D = -116.9° (c 
= 0.5, methanol). TLC (1% acetic acid in ethyl acetate) R, = 0.35. 

1 H-NMR: 400 MHz; CDCI 3 : 8 0.91 (m, 2H), 1.22 (m, 3H), 1.44 (m, 1H), 1.55 (m, 1H), 1.68 (m's, 5H), 1.83 (m, 
1H), 1.97 (m's, 2H), 2.12 (m, 1H), 2.19 - 2.40 (m's, 3H), 2.53 (m, 1H) f 2.96 (m, 1H), 3.38 (m's, 2H), 4.62 (t, 1H. 
J = 6.8 Hz), 4.70 (m, 1H), 5.25 (m, 1H), 7..55 (d, 1H, J = 6.4 Hz). 

13 C-NMR: 100 MHz; CDCI 3 : 8 26.0, 26.1, 27.5, 31.5, 32.3, 33.0, 33.3, 35.2, 40.7, 43.0, 52.9, 60.6, 62.5,170.9, 
172.7, 175.3. 
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Anal, calc'd. for C^H^^CV^: 






C, 53.98; 


H, 7.05; 


N P 6.99; 


S, 16.01 


5 


Found: 


C, 53.97; 


H, 7.18; 


N, 6.84, 


S, 15.75. 



HPLC: t R = 16 min (>99%, UV 217); YMC S-3 ODS (C-18) 6.0 x 150 mm; 50% B:A- 100% B:A, 25 minute linear 
gradient (A = 90% water/methanol + 0.2% phosphoric acid; B = 90% methanol/water + 0.2% phosphoric acid); 
flow rate at 1.5 ml/min. 

10 

EXAMPLE 8 

[4S-[4a(R*)7a,9apfrOctahydiT^ 

boxylic acid ~~ 

15 

a) (S)-2-Bromohexanoic acid 

Potassium bromide (15.9 g., 133 mmol.) was added to a stirred solution of D-norleucine (5.0 g., 38 mmol.) 
in 2.5 N sulfuric acid (77 ml.) at room temperature. The reaction mixture was cooled to -10° C. and solid sodium 
20 nitrite (3.94 g., 57 mmol.) was added portionwise, maintaining the temperature between -10° and -5° C. After 
addition was complete, the foamy reaction was stirred for 1 hour and then warmed to room temperature and 
stirred for another hour. The reaction mixture was then extracted twice with ether, the ether extracts were 
washed once with water, dried (magnesium sulfate), filtered and evaporated to give 3.3 g. of crude title product. 

25 b) (S)-2-(Acetylthio)hexanoic acid, dicyclohexylamine salt 

To a stirred slurry of potassium thioacetate (2.11 g., 18.5 mmol.) in 50 ml. of dry acetonitrile at room tem- 
perature under argon was added a solution of the product from part (a) (3.27 g., 16.8 mmol.) in 26 ml. of acet- 
onitrile. The reaction was stirred 5 hours. The resulting slurry was filtered and evaporated. The residue was 

30 redissolved in ethyl ether, washed once with 5% potassium bisulfate solution and once with brine, dried (mag- 
nesium sulfate) and evaporated. The residue was dissolved in ether (64 ml.) and treated with dicyclohexylamine 
(3.4 ml., 16.8 mmol.). The ethereal solution was concentrated in vacuo , and triturated from hexanes to give a 
white solid which was recrystallized from ethyl ether/hexanes to give the title product. The mother liquor was 
concentrated and recrystallized twice to provide a total yield of 2.2 g. of title product; m.p. 145 - 147° C; [a] D 

35 = -33.8° (c = 1.08, chloroform). 

c)[4S-[4a(R*) > 7a,9api]-Octahydrc-4-[[2-(acethylthio)-1-oxohexyl]amino>5-oxopyrrolo^^ 
7-carboxylic acid, methyl ester 

40 A suspension of the dicyclohexylamine salt product from part (b) (255 mg., 0.69 mmol., 1 .05 eq.) in ethyl 

acetate (15 ml.) was washed with 5% potassium bisulfate (3x5 ml.), and brine (10 ml.), dried (anhydrous mag- 
nesium sulfate), filtered, concentrated, stripped with methylene chloride (twice), and dried in vacuo for one 
hour to give the free acid as a oil. 

This oil was dissolved in dry methylene chloride (6 ml.), cooled to 0° C. (ice bath) and treated with trie- 

45 thylamine (96 ul, 0.69 mmol., 1.05 eq.) f then [4S-(4a.7a,9ap)]-4-anr»ino-octahydro-5-oxopyrrolo[2,1- 

b] [1,3]thiazepine-7-carboxyiic acid, methyl ester, p-toluenesulfonic acid salt [prepared as described in Example 
7(a), 275 mg., 0.66 mmol.], triethyiamine (92 uJ. f 0.66 mmol.) and finally benzotriazol-1-yloxytris(dimethyfa- 
mino)phosphonium hexafluorophosphate (305 mg., 0.69 mmol.). The resultant solution was stirred at 0° C for 
one hour then at room temperature for 2 hours. The reaction mixture was concentrated, diluted with ethyl acet- 

50 ate, washed with 5% potassium bisulfate (20 ml.), 50% saturated sodium bicarbonate (20 ml.), brine (20 ml.), 
dried (anhydrous magnesium sulfate), filtered, and evaporated to dryness. The crude product was adsorbed 
onto Celite® and chromatographed on a silica gel column (2.5 x 10 cm), eluting with 40% (11.) ethyl acetate/hex- 
ane. The desired fractions were combined and concentrated, affording 258 mg of pure title product TLC (ethyl 
acetate:hexane, 8:2) R, = 0.54. 

55 
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d) [4S-[4q(R*)Ja,9aPD-Octahydro-4-K^^ 
carboxylic acid 

A solution of the product from part (c) (255 mg., 0.54 mmol.) in methanol (5 ml.), purged with argon for 30 
5 minutes, cooled to 0°C. was treated dropwise with a previously purged (argon, 30 minutes) solution of 1 .0 N 

sodium hydroxide (5 ml.) maintaining the bubbling of argon throughout the addition and length of the reaction. 

The reaction mixture was stirred at 0° C for 2 hours, acidified at 0° C with 5% potassium bisulfate to pH 2 then 

extracted with ethyl acetate (3 x 20 ml.). The combined organic extracts were washed with 50% brine (20 ml.) 

and brine (20 ml.), dried (anhydrous magnesium sulfate), filtered, and evaporated to dryness. The residue was 
10 purified by chromatography on a 2.5 x 10 cm silica gel column eluting with 7:3 ethyl acetate: heptane (300 ml.) 

and 1% acetic acid in 7:3 ethyl acetate: heptane (500 ml.). The desired fractions were concentrated, stripped 

with methylene chloride and dried in vacuo to yield 170 mg. of title product as a white foam; [a] D = -135.1° (c 

= 0.5, methanol). TLC (1% acetic acid in ethyl acetate) R, = 0.32. 

1 H-NMR: 400 MHz; CDCI 3 : 5 0.89(t, 3H, J = 7 Hz), 1.32(m, 4H), 1J3(m, 1H), 1.96(m, 2H), 2.00(d, 1H, J = 8.6 
15 Hz), 2.11(m, 1H), 2.32 (nrVs, 3H), 2.52(m, 1H), 2.98(m, 1H), 3.32(m's, 2H), 4.61 (t, 1H, J = 7.1 Hz), 4.72 (m, 
1H), 5.25 (m, 1H), 7.63 (d, 1H, J = 6.4 Hz). 

13 C-NMR: 1 00 MHz; CDCI 3 : 6 1 3.8, 22.2, 27.6, 29.2, 31 .4, 32.6, 33. 1 , 35.3, 43.0, 52.8, 60.5, 62.42, 1 70.7, 1 72.5, 
174.0. 



20 


Anal, calc'd for C^Hz^N^O • 0.08 H z O: 






C, 49.79; 


H, 6.73; 


N, 7.74; 


S, 17.72 




Found: 


C, 49.90; 


H, 6.92; 


N, 7.63, 


S, 17.57. 



HPLC: tp = 9.4 min (>99%, UV 220); YMC S-3 ODS (C-18) 6.0 x 150 mm; 50% B:A- 100% B:A, 25 minute 
linear gradient (A = 90% water/methanol + 0.2% phosphoric acid); B = 90% methanol/water + 0.2% phosphoric 
acid); flow rate at 1 .5 ml/min. 

EXAMPLE 9 

[4S-[4a(R*),7g t 9ap]}-Octahydro-4-[(2-m^ 
pine-7-carboxylic acid 

a) (S)-2-Bromo-4-methylpentanoic acid 

Potassium bromide (9.5 g., 80 mmol.) was added to a stirred solution of D-leucine (3.0 g., 23 mmol.) in 
2.5 N sulfuric acid (47 ml.) at room temperature. The reaction mixture was cooled to -10° C. and solid sodium 
nitrite (2.4 g., 34 mmol.) was added portionwise, maintaining the temperature between -10° and -5° C. After 
addition was complete, the reaction was stirred for 1 hour and then warmed to room temperature and stirred 
for another hour. The reaction mixture was then extracted twice with ether, the ether extracts were washed 
once with water, dried (magnesium sulfate), filtered and evaporated to give 2.7 g. of crude title product 

b) (S)-2-(Acetylthio)-4-methylpentanoic acid, dicydohexylamine salt 

To a stirred slurry of potassium thioacetate (1.7 g., 15.0 mmol.) in 50 ml. of dry acetonitrile at room tem- 
perature under argon was added a solution of the product from part (a) (2.6 g., 13 mmol.) in 17 ml. of aceto- 
nitrile. The reaction was stirred 4 hours. The resulting slurry was filtered and evaporated. The residue was 
redissolved in ethyl ether, washed once with 5% potassium hydrogen sulfate solution and once with brine, dried 
(magnesium sulfate) and evaporated. The residue was dissolved in ether (64 ml.) and treated with dicydohex- 
ylamine (2.7 ml., 14 mmol.). A white solid immediately began predpitating from the solution. The solution was 
filtered and the white solid collected to give 2.0 g. of title product; m.p. 153 - 158° C; [a] D = -54.5° C. (c = 0.61, 
chloroform). 

c) [4S-[4a(R*),7a,9apn-Octahydro-4-[[2-(a^ 
b1[1,3]thiazepine-7-carboxyiic acid, methyl ester 

Astirred suspension of the dicydohexylamine salt productf rom part (b) (234 mg., 0.63 mmol.) in ethyl acet- 
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ate (15 ml.) was washed with 5% aqueous potassium bisulfate (3x5 ml.). The organic extract was dried (an- 
hydrous magnesium sulfate), filtered and evaporated twice from hexane. The resulting oil was dissolved in 
methylene chloride (6 ml.) and stirred under nitrogen at 0° C. To this solution was added triethylamine (88 uJ. f 
0.63 mmol.), then [4S-(4a,7a, 9ap)]-4-amino-octahydro-5-oxopyrrolo[2,1-b][1,3] thiazepine-7-carboxylic acid, 

5 methyl ester, p-toluenesuifonic acid salt [prepared as described in Example 7(a), 249 mg., 0.6 mmol.], an ad- 
ditional amount of triethylamine (84 uJ., 0.60 mmol.) and, after 10 minutes, benzotriazol-1-yloxytris(dimethy- 
lamino)phosphonium hexafluorophosphate (279 mg., 0.63 mmol.). After one hour, the reaction was warmed 
to room temperature and stirred 2 hours. The resulting colorless solution was evaporated at less than 30° C 
and the oily residue redissolved in ethyl acetate. The solution was washed once with 5% potassium bisulfate 

10 solution, once with saturated sodium bicarbonate solution and once with brine. The organic layer was dried 
(magnesium sulfate), filtered and evaporated onto 5 g. of silica gel. Purification by flash chromatography (2.5 
x 15 cm column, eluting with 1 :1 ethyl acetate/hexanes) provided 203 mg. of title product as a white solid; m.p. 
101 - 103° C. [a] D = -157.5° (c = 1.04, chloroform). TLC (ethyl acetate: hexane, 1:1) Rf = 0.19. 

15 d) [4S-[4tt(R*),7g,9ap]]-Octahydrch4-[(2-mera 
b][1,3]thiazepine-7-carboxylic acid 

A solution of the product from part (c) (184 mg., 0.44 mmol.) in 5 ml. of methanol was purged with nitrogen 
for 10 minutes and cooled to 0° C. To this solution was added dropwise 5 ml. of nitrogen-purged 1M sodium 
20 hydroxide. Nitrogen was slowly bubbled through the solution during the reaction. After 2 hours, the reaction 
was acidified with 2 ml. of 6 M hydrochloric acid, extracted twice with ethyl acetate and the extracts combined, 
dried (magnesium sulfate) and evaporated. Re-evaporation from hexanes and trituration of the residue in me- 
thanol/water provided 132 mg. of title product as a crystalline solid, m.p. 94 - 96° C; [ct] D = -158.6° (c = 0.42, 
methanol). TLC(ethyl acetate: hexane :acetic acid, 4:4:0.1) R t = 0.13. 



Anal. calc'd. for C 15 H24N 2 S 2 0 4 • 0.75 H 2 0: 


Found: 


C, 48.17; 
C, 48.33; 


H, 6.87; 
H, 6.51; 


N, 7.49; 
N, 7.37; 


S, 17.15 
S, 16.82. 



HPLC: R t = 17.6 min; (99.2%) YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100% B:A, 25 min linear gradient 

and 15 min hold, 1.5 mL/min; 

A = 90% water/methanol + 0.2% phosphoric acid; 

B = 90% methanol/water + 0.2% phosphoric acid; 

220 nm. 

EXAMPLE 10 

[4S-[4a(R*)Ja f 10ap]]-Octahydro-4-[(2-mercaptC"1-oxo-3-phenylpropyl)amino]-5-oxo[1,4]oxazino[3,4- 
b][1,3]oxazepine-7-carboxylic acid 

a) 2,2,2-Trichloroacetimidoic acid, 2-propenyl ester 

A suspension of 80% sodium hydride (945 mg., 31.5 mmol.; washed twice with 25 ml. of hexane) in dry 
ether (30 ml.) was treated dropwise with a solution of 2-propen-1-ol (21 .4 ml., 1 8.3 g., 315 mmol.), in dry ether 
(45 ml.), stirred for 20 minutes at room temperature under argon and then cooled to 0° C (ice-salt bath). Tri- 
chloroacetonitrile (30 ml. or 42.3 g., 0.30 mole) was added over a period of 1 5 minutes and the brownish solution 
was stirred at 0° C for 40 minutes, at 10° C for 1 0 minutes and at room temperature for 10 minutes. The reaction 
mixture was concentrated to a syrup, treated with a solution of methanol (1 .2 ml.) in pentane (30 ml.) and stirred 
vigorously for 5.0 minutes. The light brown precipitates were filtered off, washed with pentane (2 x 30 ml.) and 
the combined filtrates concentrated down to a light brown liquid. The liquid was re-dissolved in pentane (30 
ml.), stirred for a few minutes, and the resulting suspension filtered, and the precipitates obtained washed with 
pentane (30 ml.), repeating the procedure at least one more time. The clear filtrate was concentrated and dried 
in vacuo to give 54.0 g. of title compound as a light red-colored liquid. This material was stored as a solution 
in hexane at10°C. 



40 



EP0 629 627 A2 



b) N-Phthaloyl-L-serine, methyl ester 

A suspension of L-serine, methyl ester, hydrochloride, (25 g., 161 mmol.) in water (350 ml.) was diluted 
with dioxane (250 ml.) and the resulting clear solution treated with solid sodium carbonate (17 g., 1.0 eq.) fol- 

s lowed by N-carbethoxyphthalimide (37 g., 1.05 eq.). The reaction mixture was stirred at room temperature for 
2.5 hours under argon. The mixture was extracted with ethyl acetate (3 x 500 ml.) and the combined organic 
extracts were washed successively with 5% sodium bicarbonate (250 ml.), 5% potassium bisulfate (250 ml.) 
and brine (250 mi.), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo . The 
product mixture was chromatographed on a silica gel column (Merck), eluting the column with ethyl acet- 

w ate:hexane mixtures (1:3; 1:2) and the desired fractions were combined, evaporated to dryness and dried in 
vacuo to give 31 g. of title compound as a thick syrup. TLC (ethyl acetate: hexane, 1:1) R f = 0.52. 

c) N-Phtha1oyl-Q-(2-propenyl)-L-serine, methyl ester 

15 A solution of the product from part (b) (7.37 g., 29.5 mmol.) in dry methylene chloride (30 ml.) was treated 
with a solution of the product from part (a) (11.97 g., 59.1 mmol., 2 eq.) in cyclohexane (60 ml.) followed by 
trifluoromethanesulonic acid (0.37 ml.) and the reaction mixture was stirred at room temperature for 20 hours 
under argon. The precipitates were filtered off, washed with a minimal amount of methylene chloride and the 
combined filtrates were washed with 5% sodium bicarbonate (30 ml.) and water (30 ml.), dried (anhydrous so- 

20 dium sulfate), filtered, evaporated to dryness and dried in vacuo . The crude product mixture was chromato- 
graphed on a silica gel column (Merck), eluting the column with ethyl acetate: hexane (1:9). The desired frac- 
tions were combined, evaporated to dryness and dried in vacuo to give 7.56 g. of title compound as a clear 
thick syrup. TLC(ethyl acetate: hexane, 1:1) R f = 0.70. 

25 d) N-Phthaloyl-Q-(acetaldehyde)-L-serine, methyl ester 

A solution of the product from part (c) (2.5 g. t 8.64 mmol.) in a mixture of dry methylene chloride (46.4 
ml.) and methanol (4.6 ml.) was cooled to -78° C (dry ice-acetone bath) and treated with ozone until a blue 
color persisted (about 15 minutes). The mixture was then purged with nitrogen for 10 minutes (until the blue 
30 color disappeared), treated with dimethylsulfide (14.0 ml., 0.19 mole, 22.1 eq.), warmed to room temperature 
and stirred for 2.5 hours under nitrogen. The reaction mixture was evaporated to dryness and the residual syrup 
dissolved in ethyl acetate (50 ml.), washed with water (15 ml.) and brine (15 ml.), dried (anhydrous magnesium 
sulfate), filtered, evaporated to dryness and dried in vacuo . 

The crude product was chromatographed on a silica gel column (Merck), eluting the column with ethyl acet- 
35 ate:hexane mixtures (1:9; 1:4; 1:2) to give 1.54 g. of title product TLC(ethyl acetate:hexane, 1:1) R, = 0.33. 

e) N-Phthaloyl-Q-(2,2-dimethoxyethyl)-L-serine, methyl ester 

A solution of the product from part (d) (1.54 g., 5.29 mmol.) in a mixture of dry methylene chloride (8.3 
40 ml.) and dry methanol (8.3 ml.), was treated with tri methyl orthoformate (0.84 ml., 7.68 mmol., 1.45 eq.) and 
p-toluenesulfonic acid monohydrate (92 mg.). The reaction mixture was stirred at room temperature under ar- 
gon for 2.5 hours then partitioned between ethyl acetate (50 ml.) and saturated sodium bicarbonate (15 ml.). 
The organic phase was washed with water (1 5 ml.) and brine (1 5 ml.), dried (anhydrous sodium sulfate), filtered, 
evaporated to dryness and dried in vacuo . The crude product was chromatographed on a silica gel column 
45 (Merck), eluting the column with ethyl acetate: hexane (1 :4) to give 1 .35 g. of title product as a thick clear syrup. 
TLC(ethyl acetate: hexane, 1:1) R f = 0.58. 

f) 0(2,2-Dimethoxyethyl)-L-serine, methyl ester 

50 A solution of the product from part (e) (2.0 g., 5.93 mmol.) in dry methanol (14 ml.) was treated with hy- 

drazine hydrate (0.30 ml., 6.1 mmol.) and stirred at room temperature for 4 days under argon. The resulting 
suspension was filtered, washing the precipitates with methanol (2x14 ml.) and the filtrate was concentrated 
to dryness. The syrup was re-dissolved in methylene chloride and filtered two more times until no more pre- 
cipitates were obtained. The clear filtrate was concentrated to give 1 .17 g. of title product as a light yellow syrup. 

55 TLC(methylene chloride:methanol, 9:1) Rf = 0.54. 
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g) N-[(Phenylmethoxy)carbonyl]-Q-[(1 J-dimethylethyQdimethlsilyll-Uhomoserine 



A solution of N-[(phenylmethoxy)caibonyl]-L-homoserine [prepared as described in Example 6(a), 3.0 g., 
11.85 mmol.] in dry dimethyiformamide (65 ml.) was treated with [(1,1-dimethylethyl)dimethy1silyl chloride 

5 (10.72 g., 71.1 mmol.) and imidazole (9.65 g, 0.14 mol.) and stirred at room temperature under argon for 24 
hours. The reaction mixture was diluted with methanol (207 ml.), stirred for another 24 hours at room temper- 
ature and then concentrated to a syrup. The residual syrup was dissolved in ethyl acetate (200 ml.), washed 
with 10% citric acid (2 x 75 ml) and brine, dried (anhydrous sodium sulfate), filtered, evaporated to dryness 
and dried in vacuo . The crude product mixture was chromatographed on a silica gel column (Merck), eluting 

10 the column with ethyl acetate :hexane (1:1) followed by ethyl acetateiacetic acid (99.5: 0.5). The desired frac- 
tions were combined, concentrated and evaporated several times from toluene to give 3.56 g. of title compound 
as a waxy solid. TLC(ethyl acetate: acetic acid, 95:5) R, = 0.82. 

h) N-tO-KI.I-DimethylethyOdimethylsilyn-N-^phenylmethoxyjcarbonyll-L-homoseryll-O^^-dimethoxye- 
15 thyl)-L-serine, methyl ester 

A solution of the product from part (g) (2.18 g., 5.93 mmol.) in dry methylene chloride was cooled to 0° C 
(ice-salt bath) and treated sequentially with a solution of the product from part (f) (1 .71 g., 5.65 mmol.) in dry 
methylene chloride (5 ml), triethylamine (0.78 ml., 5.65 mmol.) and benzotriazol-1 -yloxytris(di methyl ami- 

20 no)phosphonium hexafluorophosphate (2.63 g., 6.0 mmol.). The reaction mixture was stirred at 0° C for 30 
minutes and at room temperature for one hour and 45 minutes. The reaction mixture was partitioned between 
ethyl ether (2 x 1 00 ml.) and water (30 ml.) and the combined organic extracts were washed with 50% saturated 
sodium bicarbonate (20 ml.) and brine (25 ml.), dried (anhydrous sodium sulfate), filtered, evaporated to dry- 
ness and dried in vacuo . The crude product mixture was chromatographed on a silica gel column (Merck), elut- 

25 ing the column with ethyt acetate: hexane mixtures (1:4; 1:3; 1:1) to give 2.38 g. of title product TLC(ethyl acet- 
ate:hexane, 1:1) Rf = 0.40. 

i) [4S-(4a,7a,1 0ap)]-Octahydro-4-[[(phenylmethoxy)carbonyl]amino]-5-oxo[1 ,41oxazino[3,4-b][1 ,3]oxazepine- 
7-carboxylic acid, methyl ester 

30 

A solution of the product from part (h)(1.0 g. f 1.8 mmol.) in dry methylene chloride (50 ml.) was treated 
with Amber lyst® 15 ion exchange resin (acid form) and methanol (0.1 ml.) and the resulting mixture was stirred 
at room temperature under argon for three days. The resin was filtered off, washed with a small amount of 
methylene chloride and the filtrate concentrated to a syrup. The crude product mixture was chromatographed 
35 on a silica gel column, eluting the column with ethyl acetate:hexane (1:1) to give 339 mg. of title product TLC- 
(ethyl acetate:hexane, 3:1) R f = 0.53. 

j) [4S-(4a > 7a,10ap)]-Octahydro-4-amino-5-oxo[1,4]oxazino[3,4-b][1 ,3]oxazepine-7-carboxylic acid, methyl 
ester 

40 

A solution of the product prepared as described part (i) (771 mg., 2.04 mmol.) in dry methanol (25 ml.) was 
treated with 10% palladium on carbon catalyst (125 mg.) and hydrogenated (balloon) at room temperature for 
16 hours. The reaction mixture was filtered through a Celite® pad and the pad was washed with methanol (2 
x 25 ml.). The clear filtrate was evaporated to dryness and dried in vacuo to give 448 mg. of title product as 
45 a syrup. 

TLC(methyiene chloride:methanol, 9:1) Rf = 0.22. 

k) [4S-[4a(R*),7a,10ap]}-Octahydro-4-[[2-(acetylthio)-1-oxo-3-phenylpropyl]amino]-5-oxo[1,4]oxazino[ 
b][1 t 3]oxazepine-7-carboxyiic acid, methyl ester 

50 

The dicyclohexylamine salt of (S)-2-(acetylthio)benzenepropanoic acid (813 mg., 2.01 mmol.) was sus- 
pended in ethyl acetate (70 ml.), washed with 5% potassiun bisulfate (5 x 9.3 mi.) and brine (9.3 ml.), dried 
(anhydrous magnesium sulfate), filtered, evaporated to dryness and dried in vacuo . 

This free acid was dissolved in dry methylene chloride (12 ml.), cooled to 0° C (ice-salt bath) and treated 
55 sequentially with a solution of the product from part (j) (448 mg., 1.84 mmol.) in dry methytene chloride (4.0 
ml.), triethylamine (0.25 ml., 1.80 mmol.) and be nzotriazol-1-yloxytris(di methyl ami no)phosp ho nium hexafluor- 
ophosphate (823 mg., 1.86 mmol.). The reaction mixture was stirred at 0° C for one hour and at room temper- 
ature for 2 hours under argon. The reaction mixture was stripped to dryness and the syrup obtained was re- 
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dissolved in ethyl acetate (60 ml.), washed with 0.5 N hydrochloric acid (2 x 11 ml.), water (11 ml.) and brine 
(11 ml.), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo . The crude prod- 
uct mixture was chromatographed twice on a silica gel column (Merck), eluting each column with ethyl acet- 
ate:hexane mixtures (1:1; 1:2) to give 665 mg. of title product as a syrup. TLC(ethyl acetate: hexane, 3:1) R f = 
5 0.30. 

I) [4S-[4<x(R*),7a,10ap]]-Octahydr^ 
b][1,3]oxazepine-7-carboxylic acid 

10 A solution of the product from part (k) (650 mg., 1 .44 mmol.) in methanol (1 3 ml.), was purged with argon 
for 30 minutes, cooled down to 0° C (ice-salt bath) and treated dropwise with a solution of 1.0 N sodium hy- 
droxide (5.84 ml., previously purged with argon for 30 minutes), maintaining the bubbling of argon throughout 
the addition and length of the reaction. The reaction mixture was stirred at 0°C for 5.0 hours and quenched at 
0° C with 5% potassium bisulfate (25.4 ml.). The mixture was warmed to room temperature, extracted with ethyl 

15 acetate (3 x 50 ml.) and the combined organic extracts were washed with brine (15 ml.), dried (anhydrous so- 
dium sulfate), filtered, evaporated to dryness and dried in vacuo . The crude product was triturated with hex- 
ane:methylene chloride (130:7) and the solid obtained chromatographed on a silica gel column (Merck), eluting 
the column with ethyl acetate:hexane mixtures (1:2; 1 :1) followed by methylene chloride:methanol:acetic acid 
(100:4:0.2). The desired fractions were combined, evaporated to dryness and evaporated several times from 

20 toluene to give 364 mg. of title product which was dried in vacuo for 9.0 hours. The resulting product was then 
triturated with methylene chlorideihexane (1:10), hexane (50 ml.) and pentane (2 x 50 ml.), stirring with the 
first 50 ml. for 4 hours and the next 50 ml. of pentane overnight under argon. The solvent was decanted and 
the solid dried in vacuo for 6.0 hours to give pure title product as a solid amorphous foam; [a] D = -49.1 ° (c = 
0.48, methanol). TLC (toluene:acetic acid, 5:1) Rf = 0.17. 



30 



Anal, calc'd. for C 18 H22N 2 0 6 S • 0.56 H 2 0: 


Found: 


C, 53.45; 
C, 53.45; 


H, 5.76; 
H, 5.53; 


N, 6.93; 
N, 6.75; 


S, 7.92 
S, 7.48. 



HPLC: Rt = 10.45 min.; (98.3%); YMS S-3 ODS (c = 18) 6.0 x 150 mm; 44% (10% water - 90% methanol - 
0.2% phosphoric acid)/56% (90% water - 10% methanol - 0.2% phosphoric acid), isocratic; 1.5 ml/min. 

EXAMPLE 11 

35 

[4S-[4a(R*),7a,10ap]]-Octahydro-4-[(2-mera 
b][1,3]thiazepine-7-carboxytic acid 

The product of Example 3 was also prepared as follows: 

a) N-[(Phenylmethoxy)carbonyl]-0-[(1,1-dimethylethyl)dimethy1sily1]-L-homoserine 

[(1,1-Dimethylethyl)dimethyfsilyl]chloride (37.5 g., 249 mmol.) was added to a solution of N-[(phenylme- 
thoxy)carbonyl]-L-homoserine [prepared as described in Example 6(a), 41.56 mmol.) in dimethylformamide 
(125 ml.), followed by imidazole (33.95 g., 498 mmol.). The resulting light yellow solution was stirred at room 
temperature for 22 hours. Methanol (500 ml.) was added, the reaction mixture was stirred for an additional 6 
hours, and then the methanol and most of the dimethylformamide were removed in vacuo . The remaining re- 
sidue was taken up into ethyl acetate (800 ml.), washed with 10% citric acid (2 x 300 ml.), and the combined 
^ aqueous phase was extracted with ethyl acetate (300 ml.). The combined ethyl acetate phase was washed 
with water and brine, dried (sodium sulfate), concentrated, and the residue was evaporated with hexane to form 
a white powder. This powder was dried in vacuo to give 12.942 g. of title product. 

b) [S-^R»)]-2-n4-K(1,1-Pimethy^ 

55 tyl]amino}-6,6-dimethoxyhexanoic acid, methyl ester 

To a solution of the product from part (a) (22.78 g., 61.97 mmol.) in methylene chloride (100 ml.) cooled 
at 0° C was added N-methylmorpholine (6.81 ml., 61.97 mmol.), followed by hydroxybenzotriazole (8.37 g., 
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61 .97 mmol.), (S)-2-amino-6,6-dimethoxyhexanoic acid, methyl ester [prepared as described in Example 1(e), 
10.6 g., 51.64 mmol.] in methylene chloride (50 ml.), and then 1-ethyl-3-(3-dimethylaminopropyl) carbodiimide 
(1 1 .88 g., 61 .97 mmol.). The reaction mixture was stirred at 0° C for one hour, then at room temperature over- 
night. The reaction mixture was concentrated in vacuo and the residue was diluted with ethyl acetate (600 ml.), 
5 washed with 5% potassium bisulfate (200 ml.), 0.5 N sodium hydroxide (200 ml.), water, and brine, and dried 
(sodium sulfate). The filtrate was concentrated and the residue taken up in ethyl ether (1 50 ml.). The resulting 
suspension was filtered and the collected solid was washed thoroughly with ethyl ether. The filtrate was con- 
centrated in vacuo to dryness to afford 30 g. of crude title product as an oily compound which was used in the 
next reaction without purification. TLC (8:2, ethyl acetate: hexane) R f = 0.55. 

10 

c) [S-(^R*)]-2-n4-Hydroxy-1-oxo-2-n(phen 
acid, methyl ester 

To a solution of the product from part (b) (30 g.) in methanol (150 ml.) cooled at 0° C was added para- 
15 toluenesulfonic acid monohydrate (1 .96 g.). The reaction mixture was stirred at 0° C for 2 hours before quench- 
ing with aqueous sodium bicarbonate solution (1.3 g. of sodium bicarbonate in 100 ml. of water). The mixture 
was concentrated in vacuo and the residue partitioned between ethyl acetate (400 ml.) and water (150 ml.). 
The separated aqueous phase was extracted with ethyl acetate (2 x 1 50 ml.). The combined ethyl acetate layers 
were washed with 10% sodium bicarbonate, brine (2 times), dried (sodium sulfate), filtered and evaporated to 
20 dryness. The residue was flash chromatographed on a 10 x 25 cm silica gel column eluting with 80% ethyl 
acetate in hexane (5I.), ethyl acetate (31.) and 2% methanol in ethyl acetate (51.). The desired fractions were 
combined and concentrated, and dried in vacuo to give 17.45 g. of title product as a pale yellow oil. TLC (8:2, 
ethyl acetate:hexane) Rf = 0.17. 

25 d) [S-^R*)]-2-[[4-[(Methanesulfonyl)oxy]-1-o^ 
thoxyhexanoic acid, methyl ester 

To a solution of the product from part (c) (17.40 g., 39.50 mmol.) (stripped with toluene three times and 
dried in vacuo overnight) in dry methylene chloride (250 ml.) cooled at -15° C (ice/acetone) was added trie- 

30 thylamine (8.26 ml., 59.28 mmol., freshly distilled), followed by methanesulfonyl chloride (3.67 ml., 47.4 mmol.) 
dropwise. The reaction mixture was stirred at -15° C for 30 minutes, then quenched with saturated ammonium 
chloride solution (100 ml.). After stirring for 5 minutes, the mixture was diluted with ethyl acetate (600 ml.) and 
washed with 5% potassium bisulfate, brine, dried (sodium sulfate), filtered and evaporated to dryness. The re- 
sidue was dried in vacuo to give 20.40 g. of title compound as a yellow oil which was used in the next reaction 

35 without purification. TLC (8:2, ethyl acetate: hexane) R, = 0.35. 

e) [S-(R*,R*)]-2-Q4-(Acetylthio)-1-oxo-2-[I(phenylmethoxy)carbonyl)amino]butyl]amino]-6,6-dimethoxyhexa- 
noic acid, methyl ester 

40 To a solution of thioacetic acid (5.09 ml., 71 .10 mmol.) in methanol (100 ml.) was added cesium carbonate 
(10.81 g., 33.18 mmol.). The resulting solution was concentrated in vacuo . The solid was triturated with dry 
acetone (3 times) and then dried in vacuo over phosphorus pentoxide overnight to give cesium thioacetate. 

A solution of the product from part (d) (20.40 g., 39.50 mmol.) in dry dimethylformamide (150 ml.) was add- 
ed via cannula to a suspension of cesium thioacetate (10.576 g., 50.85 mmol.) in dimethylformamide (50 mi.). 

<5 The resulting yellow solution was stirred under argon at room temperature overnight, then concentrated at high 
vacuum to remove most of the dimethylformamide. The residue was taken into ethyl acetate (11.) and washed 
with 10% sodium bicarbonate (200 ml.), water (4 x 200 ml.), brine (400 ml.) and dried (sodium sulfate). The 
filtrate was concentrated and the residue evaporated with toluene (3 times), then dried in vacuo to afford 20 
g. of title compound as a light yellow solid which was used for the next reaction without purification. 

so TLC(8:2; ethyl acetate:hexane) R, = 0.47. 

f) [S-(R*,R*)}-2-n4-Mei^pto-1-oxo-2-[I(phenylmethoxy)cartx>nyl]amino]buty1]amino]-6,6- 
ic acid, methyl ester 

55 A solution of the product from part (e) (20 g., 39.50 mmol.) in methanol (250 ml.) cooled at 0°C. was purged 

with argon for 1 5 minutes. With continuous argon purging, a 25% (weight/weight, density = 0.945) sodium meth- 
oxide solution in methanol (9.17 mJ., 40 mmol.) was added dropwise. After stirring for 5 minutes, the reaction 
was quenched with saturated ammonium chloride solution (200 ml.) and the mixture partitioned between ethyl 
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acetate (1 1.) and water (200 ml.). The aqueous phase was extracted with ethyl acetate (200 ml.). The combined 
ethyl acetate extract was washed with saturated ammonium chloride solution (400 m!.), brine (400 ml.), dried 
(sodium sulfate), filtered and concentrated in vacuo to give 17.5 g. of title product as a yellow oil which was 
used for the next reaction without purification. TLC (8:2, ethyl acetate: hexane) R< = 0.45. 

5 

g) [4S-(4a,7a,10ap)j-Octahydro-4-[[(phenyl method 
7-carboxylic acid, methyl ester 

To a solution of the product from part (f) (17.5 g., 3B.3 mmol.) in methylene chloride (600 ml.) was added 
10 Amberlyst®15 ion exchange resin (6 g., pretreated with 6N hydrochloric acid, water, tetrahydrofuran, and me- 
thylene chloride and dried). The suspension was stirred under argon at room temperature for 18 hours and 
filtered. The filtrate was concentrated and the residue adsorbed on Celite®, purified on a 10 x 30 cm silica 
gel column eluting with 20-30% of ethyl acetate in hexane. The desired fractions were combined and evapo- 
rated in vacuo to dryness to afford 9.18 g. of title product as a yellow oil. TLC (1:1 , ethyl acetate: hexane) R, 
15 =0.32. 

h) [4S-(4a,7a,10aP)]-Octahydro-4-aminc-^ acid, methyl 
ester 

20 To a solution of solution of the product from part (g) (9.1 g., 23.19 mmol., evaporated with toluene three 

times and dried in vacuo overnight) in dry methylene chloride (150 ml.) was added iodotrimethylsilane (4.95 
ml., 34.78 mmol.) dropwise. The resulting yellow solution was stirred under argon at room temperature for 1.5 
hours, then quenched with 0.4 N hydrochloric acid in methanol/dioxane (120 ml.). The volatiles were removed 
in vacuo and the residue partitioned between ether (500 ml.) and water (700 mL). The organic phase was ex- 

25 traded with 0.1 N hydrochloric acid (150 ml.) and the combined acidic aqueous extract cooled to 0°C, basified 
with 1 N sodium hydroxide to pH 10.5 (monitored with a pH meter), then extracted with methylene chloride (4 
x 400 mi.). The combined organic extracts were washed with brine, dried (sodium sulfate), filtered and con- 
centrated in vacuo to afford 6.45 g. of title product as a yellow oil, which was used for the next reaction without 
further purification. TLC (1:9, methanol:methylene chloride) R f = 0.20. 

30 

i) [4S-[4tt(R*),7g t 10ap]]-Octahydro-4-[(2-mercap 
b][1,3]thiazepine- 7-carboxylic acid 

A cold (0°C) solution of (S)-(2-acetylthio)-benzenepropanoicacid and triethylamine in methylene chloride 
35 was treated with a solution of the product from part (h) in methylene chloride followed by benzotriazol-1-ylox- 
ytris(dimethylamino)phosphonium hexafluorophosphate. The reaction was worked up according to the proce- 
dure described in Example 3 (c) to afford [4S-[4a(R*),7a,10ap]]-octahydro-4-[I2-(acetylthio)-1-oxo-3-phenyl- 
propyl]aminol-5-oxo-7H-pyrido[2,1-b][1 l 3]thiazepine-7-carboxylic acid, methyl ester. 

A solution of this methyl ester product in deoxygenated methanol was treated with 1N sodium hydroxide 
40 according to the procedure of Example 3(d) to afford the title product. 

EXAMPLE 12 

[4S-[4a(R*),7a,10ap]]-Octahydro-4-(I2-(m 
45 b][1,3]thiazepine- 7-carboxylic acid 

a) (S)-2-[(Acetylthio)methyl]benzenepropanoic acid, ephedrine salt 

Asolution of (1 R,2S)-(-)-ephedrine (17.3 g., 105 mmol.) in diethyl ether (175 ml.) was added in one portion 
50 to a solution of 2-[(acetyithio)methyl]benze nepropanoic acid (50.0 g ., 21 0 mmol.) in diethyl ether (1 75 ml.). After 
standing at room temperature for 16 hours, the crystallized ephedrine salt was collected by filtration (19.7 g.); 
m.p. 114 - 125°; [a] D = -40.6° (c = 1, methanol). An additional amount of solid [8.9 g, m.p. 121 - 126°; [<x] D = - 
47.2° (c = 1 , methanol)] separated from the filtrate after remaining at room temperature for 20 hours. The solids 
were combined and recrystallized from acetonitrile (1500 ml.). After 16 hours at room temperature, 20.8 g. of 
55 solid was collected; m.p. 125 - 130°C; [ah = -48.9° (c = 1, methanol). This material was recrystallized in the 
same manner from acetonitrile (300 ml.) to give 18.7 g., m.p. 128 - 130°; [a] D = -48.9° (c = 1, methanol). A 
third recrystallization from acetonitrile (225 ml.) afforded 17.4 g of solid (S)-2-[(acetyithio)methyl]benzenepro- 
panoicacid, ephedrine salt; m.p. 128- 129°; [a] D = -50.1° (c= 1, methanol). 
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Anal, calc'd. for C 12 H u 0 3 S ■ C 10 H 15 NO: 






C, 65.48; 


H, 7.24; 


N, 3.47; 


S, 7.95 


5 


Found: 


C, 65.46; 


H, 7.34; 


N.3.21; 


S, 8.00. 



10 



15 



20 



25 



30 



35 



40 



b) [4S-[4q(R*)JaJ0apfrOctahydfO^ 
do[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester 

A stirred suspension of the ephedrine salt from part (a) (333.1 mg., 0.822 mmol.) in ethyl acetate (5 ml) 
was washed three times with 5 ml portions of 1N hydrochloric acid solution. The organic extracts were com- 
bined, washed with brine, dried (magnesium sulfate), filtered, concentrated and dried in vacuo for 30 minutes. 
The resulting oil was dissolved in methylene chloride (2 ml) and stirred under nitrogen at 0°C. To this solution 
was added a solution of [4S-(4a,7a,10ap)]-octahydro-4-amino-5-oxo-7H-pyrid 

boxylic acid, methyl ester [200.0 mg, 0.774 mmol., prepared as described in Example 3(c)] in methylene chlor- 
ide (6 ml), then triethylamine (0.113 ml, 0.813 mmol) and finally benzotriazol-1-yloxytris (dimethylamino)phos- 
phonium hexafluorophosphate (360.0 mg., 0.813 mmol.) The reaction was stirred at 0°C and allowed to slowly 
warm to room temperature. After 19 hours, the reaction was concentrated in vacuo and the residue was dis- 
solved in ethyl acetate. The solution was washed once with a 5% solution of potassium bisulfate (20 ml), once 
with a saturated solution of sodium bicarbonate (20 ml), and once with brine. The organic layer was dried (mag- 
nesium sulfate), filtered and concentrated to a yellow foam. Purification by flash chromatography (silica gel, 
230 - 400 mesh under 10 - 20 psi of nitrogen pressure) eluting with 4:3 ethyl acetate/hexane gave 303 mg of 
product as a dear oil. 

c) [4S-[4a(R»),7a,10ap]>Octahydro-4-[[2-(mera 
do[2,1-b][1,3]thiazepine-7-carboxylic acid 

A soltuion of the product from part (b) (303.1 mg., 0.635 mmol) in methanol (6.5 ml, deoxygenated via ni- 
trogen bubbling) was cooled to 0°C and treated with 1N sodium hydroxide (6.5 ml, deoxygenated via nitrogen 
bubbling). After stirring for one hour at 0°C while purging continuously with nitrogen, the reaction was warmed 
to room temperature. After a total of three hours, the reaction was acidified to pH 1 with 5% potassium bisulfate 
and extracted with ethyl acetate. The organic layers were combined, washed with water, brine, dried (sodium 
sulfate), filtered, and concentrated in vacuo to give 219 mg of title product as a white solid; m.p. 200°C (de- 
comp.). TLC (6:0.01: 3.99 ethyl acetate/acetic acid/hexane) R f = 0.15. 

HPLC: t« = 26.3 min, impurity at 27.0 min.; YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100% B: A 30 min. 
linear gradient and 10 min. hold, 1.5 ml/min.; A= 90% water.methanol + 0.2% phosphoric acid, B = 90% me- 
thanokwater + 0.2% phosphoric acid; 220 nm. 



Anal, calc'd for C 20 H2eO 4 N 2 S 2 • 0.11 C 4 H 8 0 2 ■ 0.07 CH 2 CI 2 : 



Found: 



C, 56.22; 


H, 6.21; 


N, 6.39; 


C, 56.46; 


H. 6.28; 


N, 6.31; 



S, 14.63. 
S, 14.59. 
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Example 13 

[4S-[4a(R*),7a,10aP]l-Octahydrc^[(2-^ 
b][1 > 3]thiazepine-7-carboxylic acid 

a) (R)-2-Bromo-4-methylpentanoic acid 

Potassium bromide (9.5 g. f 80 mmol) was added to a stirred solution of D-leucine (3.0 g., 23 mmol) in 2.5 
N sulfuric acid (47 ml) at room temperature. The reaction mixture was cooled to -10°C and solid sodium nitrite 
(2.4 g., 34 mmol) was added portionwise, maintaining the temperature between -10° and -5°C. After addition 
was complete, the reaction was stirred for 1 hour and then warmed to room temperature and stirred for another 
hour. The reaction mixture was then extracted twice with ether, the ether extracts were washed once with wa- 
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ter, dried (magnesium sulfate), filtered and evaporated to give 2.7 g of crude title product. 

b) (S)-2-(Acetylthio)-4-methylpentanoic acid, dicyclohexylamine salt 

5 To a stirred slurry of potassium thioacetate (1.7 g, 15.0 mmol) in 50 ml of dry acetonitrile at room temper- 

ature under argon was added a solution of the product from part (a) (2.6 g. t 13 mmol) in 17 ml of acetonitrile. 
The reaction was stirred 4 hours. The resulting slurry was filtered and evaporated. The residue was redissolved 
in ethyl ether, washed once with 5% potassium bisulfate solution and once with brine, dried (magnesium sulfate) 
and evaporated. The residue was dissolved in ether (64 ml) and treated with dicyclohexylamine (2.7 ml, 14 

w mmol). A white solid immediately began precipitating from the solution. The solution was filtered and the white 
solid collected to give 2.0 g of title product; m.p. 153 - 158°C; [a] D = -54.5° (c = 0.61 , chloroform). 

c) [4S^4a(R*),7a,10ap]]-Octahydro^-^ 
b][1,3]thiazepine-7-carboxytic acid, methyl ester 

15 

A stirred suspension of the product from part (b) (403.3 mg, 1.09 mmol) in ethyl acetate (5 ml) was washed 
three times with 5 ml portions of 5% potasium bisulfate solution. The organic extracts were combined, washed 
with brine, dried (sodium sulfate), filtered, concentrated and dried in vacuo for 30 minutes. The resulting oil 
(179.4 mg, 0.943 mmol) was dissolved in methylene chloride (2 ml) and stirred under nitrogen at 0°C. To this 

20 solution was added a solution of [4S-(4a,7a,10aP)]octahydro-4-amino-5-oxo-7H-pyrido[2,1-b][1 ,3]thiazepine- 
7-carboxylic acid, methyl ester [232.0 mg, 0.898 mmol., prepared as described in Example 3(c)] in methylene 
chloride (6 ml), then triethylamine (0.131 ml., 0.943 mmol), and finally benzotriazol-1 -yloxytris(di methyl ami- 
no)phosphonium hexafluorophosphate (417.1 mg, 0.943 mmol.). The reaction was stirred at 0°C for one hour 
and 3.5 hours at room temperature. After a total of 4.5 hours, the reaction was concentrated in vacuo and the 

25 residue was dissolved in ethyl acetate. The solution was washed once with a 5% solution of potassium bisulfate 
(20 ml), once with a saturated solution of sodium bicarbonate (20 ml), and once with brine. The organic layer 
was dried (magnesium sulfate), filtered and concentrated to a yellow foam. Purification by flash chromatog- 
raphy (silica gel, 230 - 400 mesh under 10 - 20 psi of nitrogen pressure) eluting with 2:3 ethyl acetate/hexane 
gave 209.4 mg. of title product as a clear oil. 

30 

d) [4S-[4a(R*),7a,10ap]]-Octahydrc^-[(2-me 
b][1,3]thiazepine-7-carboxylic acid 

A solution of the product from part (c) (209.4 mg, 0.486 mmol) in methanol (5 ml, deoxygenated via nitrogen 
35 bubbling) was cooled to 0°C and treated with 1 N sodium hydroxide (5 ml, deoxygenated via nitrogen bubbling). 
After stirring for one hour at 0°C while purging continuously with nitrogen, the reaction was warmed to room 
temperature. After a total of 2.5 hours, the reaction was acidified to pH 1 with 5% potassium bisulfate and ex- 
tracted with ethyl acetate. The organic layers were combined, washed with water, brine, dried (sodium sulfate), 
filtered, and concentrated in vacuo. Purification by flash chromatography (silica gel, 230 - 400 mesh under 
40 10-20 psi of nitrogen) eluting with nitrogen sparged 6:0.01:3.99 ethyl acetate/acetic acid/hexane gave 142.0 
mg of title product as a white solid. TLC (6:0.1:3.9 ethyl acetate/acetic acid/hexane) R, = 0.20. [a] D = -103.0° 
(c = 0.43, chloroform). 

HPLC: t* = 26.7 min.; YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100% B: A, 30 min. linear gradient and 10 
min. hold, 1.5 ml/min; A= 90% water: methanol + 0.2% phosphoric acid, B = 90% methanol:water + 0.2% phos- 
45 phoric acid; 220 nm. 



Anal, calc'd for C 16 H260 4 N 2 S 2 . 0.19 C 4 H 8 0 2 • 0.18 C 7 H 16 - 0.9 H 2 0: 


Found: 


C, 50.87; 
C, 50.57; 


H, 7.63; 
H, 7.20; 


N, 6.58; 
N, 6.83; 


S, 15.07. 
S, 14.75. 
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Example 14 

[4S-[4a(R*),7tt,9ap]>Octahydit>-4-[(2-m^ 
boxylic acid 

5 

a) (R)-2-Bromobutanoic acid 

Potassium bromide (7.85 g, 65.94 mmol) was added to a solution of (R)-2-aminobutanoic acid (2.0 g. 1 9.40 
mmol) in 2.5 N sulfuric acid (25 ml) and cooled to 0°C. Sodium nitrite (2.06 g, 29.87 mmol) was added slowly 
10 in several portions. The temperature was kept at less than 2°C during this addition. The reaction was stirred 
at 0°C for one hour and at room temperature for 1 6 hours, then extracted with 3 - 50 ml portions of ethyl acetate. 
The combined ethyl acetate layers were washed with 2 - 50 ml portions of water, 1 - 50 ml portion of brine, 
dried (magnesium sulfate) and concentrated in vacuo to give 2.86 g of title product as a crude oil. 

15 b) (S)-2-(Acetylthio)butanoic acid, dicyclohexylamine salt 

To a slurry of 2.14 g (18.77 mmol) of potassium thioacetate in 15 ml of acetonitrile, stirred at room tem- 
perature, was added dropwise over 15 minutes a solution of (R)-2-bromobutanoic acid (2.83 g, 17.07 mmol) 
in 15 ml of acetonitrile. The reaction was stirred at room temperature for 16 hours then filtered. The filtrate 
20 was concentrated in vacuo and the resulting oil was dissolved in 30 ml of ethyl ether. The ether layer was wash- 
ed with 2 - 20 ml portions of 5% potassium bisulfate, 2 - 20 ml portions of water, 2 - 20 ml portions of brine, 
dried (magnesium sulfate) and filtered. To the filtrate was added 3.4 ml (17.07 mmol) of dicyclohexylamine. 
After stirring at room temperature for 2 hours, the slurry was filtered to give 1.24 g of the dicyclohexylamine 
salt product. A second crop of 724 mg of dicyclohexylamine salt product was obtained from the filtrate. 

25 

c) [4S-[4a(R*),7g,9ap]]-Octahydro-4-[^ 
7-carboxylic acid, methyl ester 

The dicyclohexylamine salt product from part (b) (227 mg, 0.66 mmol) was dissolved in 1 5 ml of ethyl acet- 
30 ate and washed with three 1 0 ml portions of potassium bisulfate, one 1 0 ml portion of brine, dried (magnesium 
sulfate), and concentrated in vacuo to give 108 mg of (S)-2-(acetylthio)butanoic acid as a clear oil. 

To a solution of this free acid (108 mg, 0.66 mmol) in 5 ml of dry methylene chloride, cooled to 0°C, was 
added triethylamine (90 uJ, 0.66 mmol), followed by [4S-(4a,7a,9ap)]-4-arnino-octahydro-5-oxopyrrolo[2,1- 

b] [1,3]thiazepine-7-carboxy1ic acid, methyl ester, p-toluenesulfonic acid salt [250.0 mg, 0.66 mmol, prepared 
35 from the material described in Example 5(d)] and a second portion of triethylamine (90 jil, 0.66 mmol). The 

reaction was stirred at 0°C for 20 minutes, then benzotriazol-1-yloxytris(dimethylamino)phosphonium hexa- 
f luorophosphate (292 mg, 0.66 mmol) was added in one portion. The reaction was stirred at 0°C for one hour, 
refrigerated for 56 hours, then stirred at room temperature for 3 hours. The reaction mixture was then concen- 
trated in vacuo, redissolved in 30 ml ethyl acetate and washed with 20 ml of 5% potassium bisulfate, 20 ml 
40 saturated sodium bicarbonate, 20 ml of brine, dried (magnesium sulfate), and concentrated in vacuo to give a 
crude oil. The crude oil was flash chromatographed (Merck silica gel, 25 x 100 mm, 2:3 ethyl acetate/hexane) 
to give 208 mg of title product as a white foam. 

d) [4S-[4q(R*),7a,9apg-Octahydro-4-[(2-m^ 
45 carboxylic acid 

A solution of the product from part (c) (225 mg, 0.559 mmol) in methanol (5 ml) was purged with argon for 
30 minutes and cooled to 0°C. To this solution was added dropwise 5 ml of 1M sodium hydroxide, also purged 
with argon for 30 minutes and cooled to 0°C. The reaction was stirred at 0°C for 3 hours with continuous argon 

50 purging, then acidified to pH 2 with 5% potassium bisulfate solution. The mixture was extracted with 3 - 40 ml 
portions of ethyl acetate, and the combined ethyl acetate layers were dried (magnesium sulfate), and concen- 
trated in vacuo to give a crude foam. The crude product was flash chromatographed (Merck silica gel, 25 x 
180 mm, 3% acetic acid/ethyl acetate) to give a white foam, which was dissolved in methylene chloride and 
triturated with hexane to give 176 mg of title product as a compact white foam; [a] D = -125.4° (c = 1.0, chloro- 

55 form). TLC (methanol/methylene chloride 1:9) Rf = 0.16. 

HPLC: k = 15.5 min. (97% total area, UV 220 nM); YMC S-3 ODS (C-18, 120A) 6 x 150 mm; 0% B:A-100% 
B:A, linear 25 minute gradient (A = 90% water/methanol + 0.2% phosphoric acid) B = 90% methanol/water + 
0.2% phosphoric acid); flow rate =1.5 ml/min. 
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Anal, calc'd for C 13 H 20 N 2 S 2 O 4 - 0.8 H 2 0 


0.2 C 6 H 14 . 0.1 CH 2 CI 2 : 






C, 46.10; 


H, 6.66; 


N, 7.52; 


S, 17.21. 


5 


Found: 


C, 46.00; 


H, 6.17; 


N, 7.52; 


S, 16.82. 



Example 15 

10 [4S-[4a(R*),7a,9ap]]-Octahydro-4-[(2-meroapt^ 
carboxylic acid 

a) (R)-2-Bromopentanoic acid 

15 Following the procedure of Example 1 4 (a) but employing D-norvaline in place of (R)-2-aminobutanoic acid, 
(R)-2-bromopentanoic acid was obtained as a clear liquid. 

b) (S)-2-(Acetylthio)pentanoic acid, dicyclohexylamine salt 

20 Reacting (R)-2-bromopentanoic acid with potassium thioacetate in acetonitrile followed by treatment with 

dicyclohexylamine according to the procedure of Example 14(b), (S)-2-(acetylthio)pentanoic acid, dicyclohex- 
ylamine salt was obtained as a white solid. 

c) [4S-[4a(R*),7a,9ap]]-Octahyd^ 
25 7-carboxylic acid, methyl ester 

Reacting the free acid of the dicyclohexylamine salt from part (b) with [4S-(4a,7a,9ap)]4-amino-octahydro- 
5-oxopyrrolo[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester according to the procedure of Example 
14(c), the title.product was obtained as a white foam. 



30 



35 



40 



45 



50 



55 



d) [4S-[4q(R*),7a,9aPfl-Octahydro-4-[(2-^ 
carboxylic acid 

A solution of the product from part (c) in methanol was treated with 1M sodium hydroxide according to the 
procedure of Example 14(d) and gave the title product as a compact white foam; [a] D = -122.8° (c = 1 .0, CDCI 3 ). 
TLC (methanol/methylene chloride 1:9) R f = 0.15. HPLC: tr = 20.5 min.; (97% total area, UV220 nM); YMC S- 
3 ODS (C-18, 120A) 6 x 150 mm; 0% B:A- 100% B: A, linear 25 minute gradient (A = 90% water methanol + 
0.2% phosphoric acid); B = 90% methanokwater + 0.2% phosphoric acid; flow rate = 1.5 ml/min. 



Anal, calc'd for C 14 H 22 N 2 S 2 0 4 ■ 0.65 H 2 0 • 0.20 C 6 H 14 : 



Found: 



C, 48.63; 


H, 7.01; 


N ( 7.46; 


C, 48.86; 


H, 6.70; 


N, 7.24; 



S, 17.08. 
S, 16.74. 



Example 16 

[4S-[4a(R*),7g,9ap]>Octahydro^-[(2-m^ 
b][1,3]thiazepine- 7-carboxylic acid 

a) (R) 2-Bromo-4,4-dimethylpentanoic acid 

A solution of (R)-2-amino-4,4-dimethylpentanoic acid (950 mg, 6.55 mmol) in 2.5 N aqueous sulfuric acid 
(13 ml, 33 mmol) was cooled to -5°C and treated with potassium bromide (2.72 g, 22.9 mmol) in one portion. 
The colorless solution was treated with sodium nitrite (680 mg, 9.86 mmol) portionwise, keeping the temper- 
ature between 0° and 3°C over a period of 25 minutes. The reaction mixture was stirred at 0°C for one hour 
and at room temperature for 1.5 hours. The reaction mixture was poured into water (10 ml). The product was 
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extracted with ether (60 ml), washed with water (20 ml) and brine (20 ml), dried (magnesium sulfate), and con- 
centrated in vacuo to give the title product as a colorless liquid. 

b) (S)-2-(Acetylthio)-4,4-dimethylpentanoic acid 

5 

A slurry of potassium thioacetate (750 mg, 6.58 mmol) and acetonithle (10 ml, molecular sieves dried) was 
cooled to 0°C and treated with a solution of (R)-2-bromo-4,4-dimethylpentanoic acid from part (a) in acetonitrile 
(2 ml) over 5 minutes. The reaction mixture was allowed to warm to room temperature and stirred for 2.5 hours. 
The slurry was filtered. The filtrate was concentrated in vacuo. The residue was diluted in ether (50 ml), washed 
10 with two portions of 5% aqueous sodium thiosuifate (50 ml) and brine (25 ml), dried (magnesium sulfate), and 
concentrated in vacuo. The pale yellow oil was purified by flash chromatography (Merck silica gel, 12x3 cm., 
1 0% methanol/methylene chloride) affording 575 mg of title product as a pale yellow oil. 

c) [4S-[4a(R*),7a,9ap]]-Octahydro-4-[[2-(acetyU^ 
15 b][1,3]thiazepine-7-carboxylic acid, methyl ester 

A clear solution of the product from part (b) (148 mg, 0.72 mmol) in methylene chloride (5 ml, distilled from 
calcium hydride) was cooled to 0°C and treated with a solution of [4S-(4a,7a,9ap)]-4-aminooctahydro-5-oxo- 
pyrrolo[2,1-b][1 ,3]thiazepine-7-carboxylic acid, methyl ester, p-toluenesutfonic acid salt [250.0 mg, 0.60 mmol, 

20 prepared from the material described in Example 5(d)] in methylene chloride (3 ml, distilled from calcium hy- 
droxide), triethylamine (122 mg, 1.2 mmol), followed by benzot riazol-1-yloxytris(di methyl ami no) phosp ho nium 
hexafluorophosphate (319 mg, 0.72 mmol). The reaction mixture was stirred at 0°C for 24 hours and at room 
temperature for 5 hours. The crude reaction mixture was concentrated in vacuo. The residue was diluted in 
ethyl acetate (50 ml), washed with 5% aqueous potassium bisulfate (50 ml), 50% saturated aqueous sodium 

25 bicarbonate solution (50 ml), and brine (50 ml), dried (sodium sulfate) and concentrated in vacuo. The crude 
product was purified by flash chromatography (20g, Merck silica gel, ethyl acetate) to afford 244 mg of the 
title product as a white foam. 

d) [4S-[4a(R*),7g,9apfl-Octahydro-4-[(2-m 
30 b][1,3]thiazepine-7-carboxylic acid 

A clear solution of the product from part (c) (240 mg,0.56 mmol) in methanol (2 ml, nitrogen sparged) was 
cooled to 0°C and treated dropwise with 1N sodium hydroxide (2.27 ml, 2.24 mmol, argon sparged) with con- 
tinuous sparging at 0°C. The mixture was allowed to stir at 0°C for 3 hours and at room temperature for 3 hours. 

35 The mixture was acidified to pH of 1 with a solution of 5% aqueous potassium bisulfate (argon sparged). The 
product was extracted with methylene chloride (50 ml, nitrogen sparged), washed with brine, dried (sodium 
sulfate) and concentrated in vacuo. The crude product was recrystallized from methylene chloride/hexane to 
afford 75 mg of title product as a white solid; m.p. 124 - 126°C; [a] 0 = -175° (c = 0.25, methanol). TLC (acetic 
aciaVmethanol/methylene chloride 1:5:94)R f = 0.65. 

40 HPLC: tp (YMC, S-3 ODS (C-18) 6.0 x 150 mm; 1.5 ml/min. linear gradient 0 - 100%B over 30 min., Buffer A 
= methanol/water/phosphoric acid (10:90:0.2), Buffer B = methanol/water/phosphoric acid (90:10:0.2)) = 24.4 
min., 95% of total peak area at 254 nm. 





Analysis calc'd. for C^hfeeNaC^Sj • 0.13 CqH u : 


45 




C, 52.24; 


H.7.28; 


N, 7.26; 


S, 16.62 




Found: 


C, 51.97; 


H.7.26; 


N, 7.09; 


S, 16.23. 



Example 17 

[4S-[4q(R*),7a,9apfrOctahydrc^-[(2-m^ 
boxylic acid 

a) (R)-2-Bromopropanoic acid 

Following the procedure of Example 14(a) but employing D-aJanine in place of (R)-aminobutanoic acid, (R)- 
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2-bromopropanoic acid was obtained as a light yellow oil. 

b) (S)-2-(Acetylthio)propanoic acid 

5 To a light green solution of potassium thioacetate (3.94 g, 34.5 mmol) in acetonitrile (1 50 ml) was added 

a solution of (R)-2-bromopropanoic acid (4.8 g, 31 mmol) in acetonitrile (12 ml) at room temperature under an 
argon atomosphere. The resulting white slurry was stirred at room temperature for 2 hours then filtered. The 
filtrate was concentrated in vacuo. The residue was diluted in ethyi acetate (100 ml), washed with a 10% aqu- 
eous solution of potassium bisulfate (50 ml) and brine, dried (sodium sulfate), and concentrated in vacuo. The 

10 crude product (4.61 g) was purified by flash chromatography (60 g - Merck silica gel, 1:45:54 acetic acid/ethyl 
acetate/hexane) to afford 3.7 g of the title product as a light yellow oil; [ot] D = -114° (c = 0.50, methanol). 

c) [4S-[4a(R*),7a,9ap]]-Octahydro-4-rc2-^ 
7-carboxylic acid, methyl ester 

15 

Aclear solution of (S)-2-(acetyIthio)propanoic acid (86 mg, 0.58 mmol) in methylene chloride (5 ml, distilled 
from calcium hydride) was cooled to 0°C and treated with a solution [4S-(4a,7a,9ap)]-4-amino-octahydro-5- 
oxopyrrolo[2 f 1-b][1,3]thiazepine-7-carboxylic acid, methyl ester, p-toluenesulfonic acid salt [200.0 mg, 0.48 
mmol, prepared from the material described in Example 5(d)] in methylene chloride (5 ml, distilled from calcium 

20 hydride), triethylamine (98 mg, 0.97 mmol), followed by benzotriazd-1-yloxytris(dimethylamino)phosphonium 
hexafluorophosphate (255 mg, 0.58 mmol). The reaction mixture was stirred at 0°C for 22 hours and at room 
temperature for 2 hours. The crude reaction mixture was concentrated in vacuo. The residue was diluted in 
ethyl acetate (100 ml), washed with 5% aqueous potassium bisulfate (30 ml), 50% saturated aqueous sodium 
bicarbonate solution, and brine, dried (sodium sulfate), and concentrated in vacuo. The crude product was puri- 

25 f ied by flash chromatography (40 g„ Merck silica gel, ethyl acetate) to afford 1 80 mg of title product as a white 
solid; m.p. 143 - 145°C. 

d) [4S-[4a(R*),7g,9aPI]-Octahydrc>-4-[(2-mera 
carboxylic acid 

30 

A clear solution of the product from part (c) (180 mg, 0.48 mmol) in methanol (2 ml) under an argon at- 
mosphere was cooled to -10°C and treated dropwise with argon sparged 1N sodium hydroxide (1.95 ml, 1.95 
mmol), keeping the temperature below 0°C. The mixture was allowed to stir with argon sparging at 0°C for 3 
hours. The mixture was acidified to pH of 1 with a solution of 5% aqueous potassium bisulfate under an argon 

35 atmosphere. The product was extracted with nitrogen sparged ethyl acetate (100 ml), washed with brine, dried 
(sodium sulfate), and concentrated in vacuo. The crude product was purified by flash chromatography (40 g, 
Merck silica gel, 1:5:94 acetic acid/methanol/methylene chloride) to afford 154 mg of title product as a white 
solid; m.p. 150 - 152°C; [ct] D = -156° (C = 0.50, methanol). TLC (1:5:94 acetic acid/methanol/methylene chlor- 
ide) R, = 0.28. HPLC: to (YMC, S-3 ODS (C-18) 6.0 x 150 mm; 1.5 ml/min. linear gradient 0-100%B over 30 

40 minutes. Buffer A = methanolA/vater/phosphoric acid (10:90:0.2), Buffer B = methanol/water/phosphoric acid 
(90:10:0.2)) = 14.69 min., more than 95% of total peak area at 254 mM. 



Anal, calc'd. for C 12 H 18 N 2 O4S 2 0.75CH 3 CO2H: 


Found: 


C, 44.61; 
C, 44.76; 


H, 5.82; 
H, 5.71; 


N, 7.71; 
N, 7.81; 


S, 17.64 
S, 17.76. 



^ Example 18 

[4S-[4a(R*)Ja,9ap]}-Octahydrp-443-cydopropyl-2-mercaptc-1-oxopropyl)amino]-5-oxopyrrolo[2,1- 
b][1,3]thiazepine-7-carboxylic acid 

55 a) (R)-2-[[(Phenylmethoxy)carbonyllamino]-4-pentenoic acid 

A mixture of D-allylglycine (2.8 g, 24.3 mmol), 1 M aqueous sodium hydroxide solution (25 ml), and tetra- 
hydrofuran (10 ml, distilled from ketyi) was stirred at room temperature until homogeneous then cooled in an 
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ice-bath. To the resulting rapidly stirred solution was added about 5 mL of 1.0 M aqueous sodium hydroxide 
solution then dropwise about 1 g of benzyl chloroformate. This was repeated 4 additional times until a total of 
28 mL of 1.0 M aqueous sodium hydroxide soltuion and 4.80 g (95%, 27 mmol) of benzyl chloroformate were 
added. The reaction mixture was stirred for 15 minutes at 0°C then 30 minutes at room temperature and then 
5 extracted with 50 mL of ether. The aqueous layer was acidified (pH = 1.5) the by addition of 6N hydrochloric 
acid solution (about 1 0 mL) then extracted with three-50 mL portions of ether. The three ether extracts were 
combined, dried (magnesium sulfate) and concentrated in vacuo to afford 6.01 g of title product as a colorless 
oil. 

10 b) (R)-2-[[(Phenylmethoxy)carbonyl]amino]-4-pentenoic acid, phenylmethyl ester 

Cesium carbonate (4.28 g, 13.1 mmol) was added to a solution of the product from part (a) (5.96 g, 23.9 
mmol) in anhydrous dimethylformamide (25 ml) at room temperature. The reaction mixture was stirred for 20 
minutes then benzyl bromide (4.5 g, 26.3 mmoi) was added rapidly (mildly exothermic). The mixture was stirred 
is for 30 minutes then partitioned between 100 ml of water and 100 ml of ether. The organic layer was separated, 
washed with three-100 mL portions of water, 50 mL of brine, dried (magnesium sulfate) and concentrated in 
vacuo to give an oil. The crude material was purified by flash chromatography (Merck silica gel, 24 x 5.0 cm, 
1:10 ethyl acetate/hexane then 1:4 ethyl acetate/hexane) to afford 6.13 g of title product as a colorless oil. 

20 c) (R)-a-H(Phenylmethoxy)carbonyl]amino]cyclopropanepropanoic acid, phenylmethyl ester 

Palladium(ll)acetate (65 mg, 0.29 mmol) was added to a solution of the productfrom part (b) (5.78 g, 17.1 
mmol) in anhydrous ether (60 ml) and stirred for 10 minutes. The resulting mixture was cooled to 0°C was ex- 
cess ethereal diazomethane (prepared from 12g N-methyl-N'-nitro-N-nitrosoguanidine/120 ml ether) wasadd- 
25 ed in portions over about 1 5 minutes. The reaction mixture was stirred for 1 5 minutes then quenched by addition 
of 1 mL of glacial acetic acid. The solution was transferred to a separatory funnel, washed with 100 mL of satu- 
rated aqueous sodium bicarbonate solution, 50 mL of brine, dried (magnesium sulfate) and concentrated in 
vacuo to give a yellow oil. The crude material was purified by flash chromatography (Merck silica gel, 20 x 5.0 
cm, 1:4 ethyl acetate/hexane) to afford 5.74 g of title product as a colorless oil. 

30 

d) (R)-(a-Amino)cyclopropanepropanoic acid 

Palladium on carbon catalyst (10%, 1.14 g) was added to a solution of the productfrom part (c) (5.71 g, 
16.2 mmol) in methanol (75 ml) and stirred under an atmosphere of hydrogen (balloon) at room temperature 
35 for 48 hours. The reaction mixture was filtered to remove the catalyst and the catalyst was rinsed with warm 
water. The filtrate was then passed through a 0.4 u.M polycarbonate membrane filter. The filtrate was concen- 
trated in vacuo to give 2.03 g of title product as a white solid. 

e) (S)-g-(Acetylthio)cyclopropanepropanoic acid 

40 "~ " "~~ ' ' 

A mixture of the product from part (d) (2.00 g, 1 5. 5 mmol) in 2.5 N aqueous sulfuric acid (30 ml) was stirred 
at room temperature until homogeneous and then cooled to -5°C. Potassium bromide (6.50 g, 54.6 mmol) was 
added to this solution in one portion. The mixture was stirred until homgeneous. Sodium nitrite (1.60 g, 23.2 
mmol) was then added in small portions over about 25 minutes, maintaining the reaction temperature below 

45 0°C. The reaction mixture was stirred for an additional 1 hour at 0°C then at room temperature for 1.5 hours. 
The resulting mixture was diluted with 30 ml of water and extracted with three-30 mL portions of ether. The 
combined ether extracts were washed with 25 mL of brine, dried (magnesium sulfate) and concentrated in va- 
cuo to give 2.82 g of crude (R)-(a-bromo)cyclopropanepropanoic acid as a pale yellow oil. 

A solution of this crude (R)-(a-bromo)cydopropanepropanoic acid was added in acetonitrile (10 ml) over 

50 5 minutes to a stirred slurry of potassium thioacetate (1.83 g, 16.1 mmol) in acetonitrile (20 ml) while cooling 
in an ice-bath. The reaction mixture was stirred at 0°C for 1 hour then at room temperature for 16 hours. The 
reaction mixture was filtered and the filtrate concentrated in vacuo to give an oil. The oil was partitioned be- 
tween 50 mL of ether and 50 mL of 5% aqueous sodium thiosuifate solution. The organic layer was separated, 
washed with 25 mL of brine, dried (magnesium sulfate) and concentrated in vacuo to give a yellow oil. The 

55 crude material was purified by flash chromatography (Merck silica gel, 12 x 5.0 cm, 1:19 methanol/methylene 
chloride) to afford 1.52 g of title product as a yellow oil. 



52 



EP 0 629 627 A2 

f) [4S-[4g(R*)Ja.9ap]]-Octahydr^ 



b][1,3]thiazepine-7-carboxylic acid, methyl ester 



Benzotriazol-1-yloxytris(dimethylamino)-phosphonium hexafluorophosphate (292 mg, 0.66 mmol) was 
5 added in one portion to a mixture of [4S-(4a,7a,9ap)]-octahydro-4-amino-5-oxopyrrolo[2,1-b][1,3]thia2epine- 
7-carboxylic acid, methyl ester, p-toluenesulfonic acid salt [250 mg, 0.60 mmol, prepared from the material de- 
scribed in Example 5(d)] in methylene chloride (3 ml, distilled from calcium hydride), triethylamine (121 mg, 
1.20 mmol), and the product from part (e) (122 mg, 0.65 mmol) in methylene chloride (3 ml, distilled from cal- 
cium hydride). The reaction mixture was stirred for 0°C for 1 hour then at room temperature for 1.5 hours. The 
w resulting mixture was partitioned between 20 ml of ethyl acetate and 20 ml of 1 M aqueous potassium bisulfate 
solution. The organic layer was separated, washed with 20 ml of 5% aqueous sodium bicarbonate solution, 20 
ml of brine, dried (magnesium sulfate) and concentrated in vacuo to give an oil. The crude material was purified 
by flash chromatography (Merck silica gel, 12 x 3.0 cm, 1:1 ethyl acetate/hexane) to afford 191 mg of title prod- 
uct as a solid white foam. 

15 

g) [4S-[4q(R*),7a,9aPfl-Octahydr<>4^ 
b][1,3]thiazepine-7-carboxylic acid 



20 



25 



35 



40 



A solution of the product from part (f) (185 mg, 0.45 mmol) in methanol (3 ml) was sparged with argon for 
10 minutes at 0°C and then 1M aqueous sodium hydroxide solution (3 ml, freshly sparged with argon for 10 
minutes) was added. The reaction mixture was stirred for 2.5 hours at room temperature with continuous argon 
sparge then acidified by addition of 20 ml of 1M potassium bisulfate solution and extracted with 20 ml of ethyl 
acetate. The organic extract was washed with 20 ml of brine, dried (sodium sulfate) and concentrated in vacuo 
to give a gum. The gum was rinsed with anhydrous ether then concentrated under oil pump vacuum to afford 
121 mg of the title product as a white foam; [a] D = -103° (c = 0.23, methanol). TLC (1:10:90 acetic 
acid/methanol/methylene chloride) R, = 0.46. HPLC: tp (YMC S-3 ODS 6.0 x 150 mm; 1.5 mL/min, linear gra- 
dient 0-100%B over 30 minutes, Buffer A = methanol/water/phosphoric acid (10:90:0.2), Buffer B = metha- 
nol/water/phosphoric acid (90:10:0.2)) = 20.7 minutes greater than 97% of total peak area at 254 nm. 



30 


Anal, calc'd for 0^22^0482 - 0.20 H 2 0: 






C, 49.77; 


H, 6.23; 


N, 7.74; 


S, 17.71 




Found 


C, 50.01; 


H, 6.27; 


N, 7.50; 


S, 17.40. 



Example 19 

[4S-(4a,7g,9ap)]-Octahydro-4-[[(1-mercaptc<yclopentyl)carbonyl]amino]-5-oxopyrrolo[2,1-b][1,3]thiaze 
7-carboxylic acid 

a) 1-Mercaptocyclopentanecarboxylic acid 



45 



50 



A solution of lithium diisopropyiamide was prepared under nitrogen from diisopropylamine (5.4 ml, 38.5 
mmol) and n-butyl!ithium (2.5 M in hexanes, 15.4 ml, 38.5 mmol) in tetrahydrofuran (17.6 ml), maintaining the 
temperature between -3°C to 0°. After stirring for 15 minutes, cyclop entanecarboxylic acid (2.0 g, 17.5 mmol) 
was added in tetrahydrofuran (2 ml) at 0°C to 3°C over 25 minutes. After 15 minutes at 0°C, the bath was re- 
moved and the reaction was stirred 15 minutes more, causing the temperature to rise to 15°C. The milky white 
solution was cooled to -78°C and sulfur (S 8 , 618.0 mg, 19.3 mmol) was added as a solid, maintaining the tem- 
perature at -78°C. The reaction was allowed to warm to room temperature in situ. After 70 hours, the reaction 
was cooled to 0°C, quenched with water (pH 8-9) and quickly acidified to pH 1 with 6N hydrochloric acid. The 
aqueous solution was extracted with ethyl acetate (3 x 30 ml), washed with brine, dried (magnesium sulfate), 
filtered and concentrated to give 2.62 g of title product as a yellow oil. 



55 



b) 1-(Acetylthio)cydopentanecarboxylic acid 

To a solution of the product from part (a) (1.44 g, 9.89 mmol) in a nitrogen sparged solution of 1 N sodium 
hydroxide (20 ml, 19.7 mmol) at 0°C was added acetic anhydride (0.93 ml, 9.89 mmol). Tetrahydrofuran (13 
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ml) was added in order to soiubilize the oil which formed. After stirring one hour at 0°C (pH 7), the reaction 
was warmed to room temperature and additional acetic anhydride (0.47 ml, 4.9 mmol) was added, as well as 
solid potassium carbonate (2.04 g, 14.8 mmol) to pH 10 and tetrahydrofuran (4 ml). After stirring overnight at 
room temperature, the reaction mixture was acidified to pH 1 with 1 N hydrochloric acid and extracted with ethyl 
5 acetate. The ethyl acetate extracts were combined, washed with brine, dried (magnesium sulfate) filtered and 
concentrated in vacuo to give a yellow solid (1.61 g). The solid was recrystallized twice from ethyl acetate/hex* 
anes to give 614 mg of title product as a light brown solid; m.p. 119.5 - 121. 5°C. 

c) [4S-(4q,7a,9ap)]-Octahydro-4-[[1-[(acetyltM^ 
10 pine-7-carboxylic acid.methyl ester 

To a solution of the product from part (b) (94.5, 0.502 mmol) in methylene chloride (3.6 ml) at 0°C under 
nitrogen, was added triethyiamine (70 u.1, 0.502 mmol) followed by [4S-(4a, 7a, 9ap)]-4-aminoocta hydro- 5-ox- 
opyrrolo[2,1-b][1,3]thiazepine-7-carboxy1ic acid, methyl ester, p-toluenesulfonic acid salt [prepared from the 

15 material described in Example 5(d), 198.9 mg, 0.478 mmol] in one portion, followed by triethyiamine (66.6 ui, 
0.478 mmol). The reaction was stirred for 5 minutes at 0°C. Benzotriazol-1-yloxytris(dimethylamino)phospho- 
nium hexaf luorophosphate (222.0 mg, 0.502 mmol) was then added as a solid. The reaction was stirred at 0°C 
for one hour and then at room temperature for 2.25 hours. The reaction was concentrated in vacuo and the 
residue partitioned between ethyl acetate and 5% potassium bisulfate (20 ml). The organic layer was washed 

20 with half saturated sodium bicarbonate and brine, dried (magnesium sulfate), filtered and concentrated to a 
clear oil. Purification by flash chromatography eluting with 11 :9 ethyl acetate/hexane gave 169.3 mg. of title 
product as a dear oil. 

d) [4S-(4a,7a,9ap)]-Octahydrc-4-fl(1-merra 
25 pine-7-carboxylic acid 

A solution of the product from part(c) (167.3 mg., 0.404 mmol) in methanol (4 ml, deoxygenated via nitro- 
gen bubbling) was cooled to 0°C and treated with 1 N sodium hydroxide (4 ml, deoxygenated via nitrogen bub- 
bling). After stirring for 1.5 hours at 0°C while purging continuously with nitrogen, the reaction was warmed to 

30 room temperature. After a total of three hours, the reaction was acidified to pH 1 with 5% potassium bisulfate 
and extracted with ethyl acetate. The organic layers were combined, washed with water (20 ml), brine, dried 
(sodium sulfate), filtered, concentrated in vacuo and re-evaporated from hexanes to give a white solid. The 
compound was dissolved in dioxane (anhydrous) and lyophillized to give 110 mg, of title product as a white 
solid; [a] D = -106.5° (c = 0.68, chloroform). TLC (7:2.9:0.1, ethyl acetate/hexane/acetic acid)R< = 0.12. 

35 HPLC: t« = 21.5 min; YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100% B: A, 30 minutes linear gradient and 
10 minutes hold, 1.5 ml/min.; A = 90% water/ 10% methanol + 0.2% phosphoric acid, B = 90% methanol/ 10% 
water + 0.2% phosphoric acid; 220 nm. 



Anal, calc'd for C^H^I^^S^O-IS C 4 H 8 0 2 0.7 H 2 0 • 0.08C 8 H 14 : 


Found: 


C, 49.37; 
C, 49.03; 


H, 6.63; 
H, 6.37; 


N, 7.16; 
N, 7.21; 


S, 16.39 
S, 16.65. 



Example 20 

[4S-(4a,7a,10aP)]-4-[(2-Carooxy-1-oxo-3-ph 
pine-7-carboxylic acid 

a) 3-(Phenyfmethyl)propanedioic acid, monoethyl ester 

3-(Phenyimethyl)propanedioic acid, diethyl ester (2.5 g, 10 mmol) in 10 ml of tetrahydrofuran was stirred 
overnight with 10 ml of 1N lithium hydroxide. The reaction mixture was acidified with 11 ml of 1N hydrochloric 
acid and extracted with two 50 ml portions of ethyl acetate. The ethyl acetate extracts were washed with brine, 
dried (sodium sulfate), and concentrated in vacuo. The concentrate was chromatographed through silica gel 
(80 g) using a 5% methanol :chloroform solvent system. The appropriate fractions were combined and concen- 
trated to yield 1.23 g of title product 
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b) [4S-(4aJaJ0aP)]-4-[[2-(Ethoxy^ 

b] [1,3]thiazepine-7-carboxyiic acid, methyl ester 

The product from part (a) (0.222g, 1 mmol) and [4S-(4a,7a,10aP)]-octahydro-4-amino-5-oxo-7H-pyri- 
5 do[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester [0.258 g., 1 mmol, prepared as described in Example 
3(c)] were dissolved in methylene chloride (5 ml) and cooled to 0°C. Triethylamine (0.14 ml, 1 mmol) was added 
and the reaction mixture was stirred for one hour. Benzotriazoi-l-yloxytris(dimethylamino)phosphonium hex- 
af luorophosphate (0.442 g, 1 mmol) was added and the solution was stirred at 0°C for 1 hour and at room tem- 
perature for 2.5 hours. The reaction mixture was diluted with 50 ml of methylene chloride and washed with 
10 water, 1 0% sodium bisulfate, saturated aqueous sodium bicarbonate, dried (sodium sulfate), filtered and con- 
centrated in vacuo. The residue was chromatogaphed through silica gel using 30% ethyl acetate in hexanes. 
The appropriate fractions were combined and concentrated in vacuo to yield 0.22 g of title product. 

c) [4S-(4a,7a,10aP)H-[(2-Caifroxy-1-oxo-3-ph 
15 zepine-7-carboxylic acid 

The product from part(b) (0.22 g, 0.476 mmol) was stirred with 1N lithium hydroxide (5 ml) in tetrahydro- 
furan (5 ml) at room temperature for 3 hours. The reaction mixture was acidified to pH 2 with 1N hydrochloric 
acid and concentrated in vacuo. The residue was dissolved in ethyl acetate and washed with water, brine, dried 
20 (sodium sulfate), and concentrated in vacuo to 3 ml at which point product crystallized. After standing at 0°C 
overnight, the solid was filtered and dried to yield 0.16 g of title product as a white solid; m.p. 159 - 162°C; 
[a] D = -84.92° (c = 0.7, methanol). TLC (chloroform: methanol, 9:1) R, = 0.23, 0.28. 

HPLC: tR = 16.1 5, 16.35 min.; (UV 254 nm); YMC S-3 ODS (C-1 8) 6.0 x 1 50 mm, 3u end capped column, linear 
gradient of 50 - 90% aqueous methanol containing 0.2% phosphoric acid, 20 min., 1.5 ml/min. (44.9%, 55.1% 
25 isomer mixture). 





Anal. caic'dforC2oH24N 2 S0 6 0.1 H 2 0: 






C, 56.89; 


H, 5.78; 


N, 6.66; 


S, 7.59 


30 


Found: 


C, 56.98; 


H, 5.68; 


N, 6.58; 


S, 7.15. 



Example 21 

[4S-[4a(R*),7a,10ap]]-Octahydro-4-[(2-mera 
b][1,3]thiazepine-7-carboxylic acid 

a) 0-(2,2-Dimethoxyethyl)-N-[N-[(phenylmethoxy)carbonyll-L-homoseryl]-L-serine, methyl ester 

A solution of N-[0-[(1 ,1-dimethylethyl)-dimethylsilylJ-N-[(phenylmethoxy)carbonyl]-L-homoserylJ-0-(2,2- 
dimethoxyethyl)-L-serine, methyl ester [5.56 g, 10 mmol, prepared as described in Example 10(h)] in methanol 
(65 ml) was cooled to 0°C (ice salt bath), treated with p-toluenesulfonic acid monohydrate (386 mg, 2.0 mmol) 
and stirred at 0°C for 1.5 hours. The reaction was quenched with sodium bicarbonate solution (198 mg. in 20 
ml water), stirred for 5 minutes then evaporated to remove the methanol. The aqueous phase was extracted 
with ethyl acetate (2 x 200 ml) and the combined organic extract was washed with water (110 ml), 5% sodium 
bicarbonate (80 ml) and brine (80 ml), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and 
dried in vacuo. The crude product was chromatographed on silica gel column (Merck), eluting the column with 
ethyl acetate:hexane (2:1) and ethyl acetate :methanol (98:2) to give 3.975 g of title product as a syrup. TLC 
(ethyl acetate:hexane, 4:1) R, = 0.17. 

b) Q-(2,2-Dimethyloxyethyl)-N-[0-(meth^ me- 
thyl ester ~~ ~ ~~ 

A solution of the product from part (a) (3.975 g, 8.98 mmol) in dry methylene chloride (52 ml) was cooled 
to -15°C, treated with triethylamine (1.82 ml, 13.1 mmoles) and methanesurfonyl chloride (0.82 ml, 10.6 
mmoles) and stirred at -1 5°C for 30 minutes. The reaction mixture was quenched with 25% ammonium chloride 
(19 ml), warmed to room temperature and diluted with ethyl acetate (750 ml). The organic phase was washed 
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with 5% potassium bisulfate (100 ml), 50% saturated brine (100 ml) and saturated brine (100 ml), dried (an- 
hydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo to give 4.9 g of title product as a 
waxy solid. TLC (ethyl acetate: hexane, 4:1) R f = 0.32. 

5 c) N-[S-Acetyl-N-[(phenylmethoxy)ra^ methyl es- 

ter ^ ' 

Cesium carbonate (5.56 g, 17.04 mmoles) was added to a solution of thiolacetic acid (2.6 ml) in dry me- 
thanol (40 ml), stirred for 1 0 minutes then evaporated to dryness. The resulting solid was triturated with acetone 

10 (7x8 ml) and the off-white solids obtained were dried in vacuo to give 4.39 g cesium thiolacetic acid. 

A suspension of cesium thiolacetic acid (2.43g, 1 .3 eq.) in dry dimethylformamide (8.0 ml) was treated with 
a solution of the product from part (b) (4.9 g, 8.98 mmol) in dry dimethylformamide (24 ml) and stirred for 16 
hours at room temperature under argon. The mixture was diluted with ethyl acetate (10 L), washed succes- 
sively with 5% sodium bicarbonate (2 x 1 50 ml), water (2 x 150 ml) and brine (1 50 ml), dried (anhydrous sodium 

15 sulfate), filtered, evaporated to dryness and dried in vacuo. The crude product was chromatographed on a silica 
gel column (Merck), eluting the column with ethyl acetate:hexane mixtures (1 :1 ; 2:1) to give 3.93 g of the title 
product as a waxy solid. TLC (ethyl acetate: hexane, 4:1) R f = 0.63. 

d) Q-(2,2-Dimethoxyethyl)-N-[N-[(phenylmethoxy)carbonyl1-L-homocysteinyl]-L-serine, methyl ester 

20 

A solution of the product from part (c) (200 mg, 0.49 mmol) in methanol (8.0 ml) was purged with argon 
for 30 minutes, cooled to 0°C (ice-salt bath) and treated with 25% sodium methoxide in methanol (0.11 ml, 0.5 
mmol), maintaining the bubbling of argon throughout the addition and length of the reaction. After 5 minutes 
at 0°C, the mixture was quenched with 25% ammonium chloride (2.3 ml) and partitioned between ethyl acetate 
25 (2x12 ml) and water (2.3 ml). The combined organic extracts were washed with 25% ammonium chloride (4.6 
ml) and brine (4.6 ml), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo to 
give 183.2 mg of title product as a white solid. TLC (ethyl acetate: hexane, 4:1)R< = 0.62. 

e) [4S-(4a,7a,10ap)^Octahydro-5-oxch4-Q(phenylmethoxy)carbonyl]amino][1,4]oxazino[3,4-b][1 ,3]thiaze- 
30 pine-7-carboxylic acid 

A solution of the product from part (d) (50 mg, 0.11 mmol) in dry methylene chloride (2.0 ml) was treated 
with Amberlyst® 15 (H+ form; 13 mg), stirred for 3 days at room temperature under argon, treated with more 
Amberlyst® 15 (13 mg) and stirred for another 3 days. The solution was decanted and chromatographed on 
35 silica gel column (Merck), eluting the column with ethyl acetate :hexane mixtures (1:3; 1:1) to give 21.1 mg of 
title product as a syrup. TLC (ethyl acetate: hexane, 4:1) R f = 0.70. 

Q [4S-(4a,7a,10ap)]-Octahydro-4-amino-5-oxo[1,4]oxazino[3,4-b][1,3]thiazepine-7-carboxylic acid, methyl 
ester 

40 

A solution of the product from part (e) (421 mg, 1.01 mmoles) in dry methylene chloride (25 ml) was treated 
with trimethylsilyl iodide (0.72 ml, 5.06 mmoles) and stirred at room temperature under argon for 1.75 hours. 
The mixture was evaporated to dryness and the syrup obtained was partitioned between ethyl ether (50 ml) 
and 0.2 N hydrochloric acid (2 x 25 ml). The aqueous phase was brought to pH 10 with saturated sodium bi- 
45 carbonate (25 ml), treated with solid sodium chloride (2.0 g) and extracted with methylene chloride (3 x 75 ml) 
to give 219 mg of title product as a syrup. A second treatment of the aqueous phase with sodium chloride (2.0 
g) and reextraction with methylene chloride (2 x 100 ml) gave an additional 37 mg of title product TLC (me- 
thylene chloride:methanol, 9:1) Rf = 0.23. 

50 g) [4S-[4g(R*)7a,1 0ap]]-Qctahydro-4-[[2-(acetylthio)-1-oxo-3-phenylpropy1lamino]-5-oxo[1 ,4]oxazino[3,4- 
b][1,3]thiazepine-7-carboxylic acid, methyl ester 

(S)-2-(Acetylthio)benzenepropanoic acid, dicyclohexylamine salt (516 mg, 1.32 mmol, 1.2 eq.) was sus- 
pended in ethyl acetate (42 ml), washed with 5% potassium bisulfate (5 x 6.0 ml) and brine (6.0 ml), dried (an- 
55 hydrous magnesium sulfate), filtered, evaporated to dryness and dried in vacuo. 

The free acid was dissolved in dry methylene chloride (9.5 ml), cooled to 0°C (ice-salt bath) and treated 
sequentially with a solution of the product from part (f) (285.5 mg, 1.09 mmol) in dry methylene chloride (4.2 
ml), triethytamine (0.14 ml, 1.15 mmol) and benzotriazol-1-ytoxytris(dimethylamino)phosphonium hexafluor- 
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ophosphate (484 mg, 1.09 mmol). The reaction mixture was stirred at room temperature for 1.0 hour and at 
room temperature for 2.0 hours under argon, then stripped to dryness. The residual syrup was dissolved in 
ethyl acetate (40 ml), washed with 0.5 N hydrochloric acid (2 x 6.6 ml), water (6.6 ml) and brine (6.6 ml), dried 
(anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo. The crude product was chro- 
5 matographed on silica gel column (Merck), eluting with ethyl acetate:hexane mixtures (1:2; 1:1) to give 382.9 
mg of title product as a syrup. TLC (ethyl acetate: hexane, 1:1) Rf = 0.28. 

h) [4S-[4a(R*),7a,10ap]}-Octahydrc^-[(2-mercapto>1-oxo-3-phenylpropyt)amin 
bl[1,3]thiazepine-7-carboxylic acid 

10 

A solution of the product from part(g) (382.9 mg, 0.82 mmol) in methanol (9.0 ml) was purged with argon 
for 30 minutes, cooled to 0°C (ice-salt bath) then treated with 1.0 N sodium hydroxide (3.32 ml, 4.0 eq; previ- 
ously purged with argon for 30 minutes), maintaining the bubbling of argon throughout the addition and length 
of the reaction. The reaction mixture was stirred at 0°C for 5.0 hours and at room temperature for 1.0 hour, 

15 brought to pH 2.0 with 5% potassium bisulfate (14.5 ml), warmed to room temperature and extracted with ethyl 
acetate (2 x 50 mi). The combined organic extracts were washed with brine (10 ml), dried (anhydrous sodium 
sulfate), filtered, evaporated to dryness and dried in vacuo. The syrup obtained was evaporated twice from 
hexane (25 ml) and the solid foam obtained was chromatographed on a silica gel column (Merck), eluting the 
column with toluene:acetic acid mixtures (100:1 ; 50:1 ; 20:1) to give 212 mg of title product as a solid; m.p. 224 

20 - 226°C; [a] D = -50.2° (c = 0.45, methanol). TLC (toluene:acetic acid, 5:1) R f = 0.28. 

HPLC: tR = 5.37 min. (UV 220 nm) (98.9%); YMS S-3 ODS (C-18) 6 x 150 mm; 60% (10% water-90% methanol 
-0.2% phosphoric acid) / 40% (90% water-10% methanol -0.2% phosphoric acid), isocratic. 





Anal, calc'd for C 18 H 2 2N205S 2 • 0.14 H 2 0: 


25 




C, 52.34; 


H, 5.44; 


N, 6.78; 


S, 15.53 




Found: 


C, 52.58; 


H, 5.57; 


N, 6.44; 


S, 15.16. 



Example 22 

[4S-[4a(R*),7a,10ap]]-Octahydro-4-[(2-m 
b][1,3]thiazepine-7-carboxylic acid 

The product of Examples 3 and 11 was also prepared as follows: 

a) [4S-(4a > 7g > 10ap)]-Qctahydro-4-aminch5-oxo-7H-pyrido[2,1-b][1 t 3]thiazepine-7-c^rboxyli acid, methyl 
ester, p-toluenesulfonic acid salt 

[4S-(4g,7g,10ap)>Octahydrc^-amino-5-oxo acid, methyl 

ester (6.11 g) was dissolved in ethyl acetate (about 100 ml) and treated with a solution of p-toluenesulfonic 
acid monohydrate (4.52 g) in methanol (3 ml) and ethyl acetate (20 ml). A precipitate formed immediately. The 
mixture was diluted with additional ethyl acetate and the solid was collected by filtration. The solid was washed 
with ethyl ether and dried in vacuo to give 7.908 g of the title product as a pale yellow solid in 98% purity; m.p. 
179- 181°C(decomp.). 

b) [4S^4g(R*),7g,10apfrOctahydrc^-fl2-(are^ 
b][1,3]thiazepine-7-carboxy1ic acid, methyl ester 

A slurry of the product from part (a) (636 mg, 1 .48 mmol) in methylene chloride (5 ml) and dimethylforma- 
mide (1 ml) was treated with IM-methylmorpholine (163 150 mg, 1.48 mmol) followed by 1-hydroxy-7-aza- 
benzotriazole (208 mg, 1.52 mmol). The bright yellow solution was then treated with (S)-2-(acetyUhio)benze- 
nepropanoic acid (333 mg, 1.48 mmol) in methylene chloride (5 ml) and cooled in an ice-bath. Ethyl-3- 
(di methyl amino)propyl carbodiimide, hydrochloride salt (2.88 mg, 1.50 mmol) was added and the mixture was 
stirred at 0°C for 1 hour and at room temperature for 1 .5 hours. The solvent was removed by rotary evaporation 
and the residue was partitioned between ethyl acetate and 0.5 N hydrochloric acid. The ethyl acetate extract 
was washed successively with water (twice), 50% saturated sodium bicarbonate, and brine, then dried (sodium 
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sulfate), filtered, and stripped to give 651.2 mg of title product as a white foam. 

c) [4S-[4a(R*),7g > 10ap]}-Octahy^ 
b][1,3]thiazepine-7-carboxytic acid 

5 

A solution of the methyl ester product from part (b) in deoxygenated methanol was treated with 1 N sodium 
hydroxide according to the procedure of Example 3(d) to afford the title product. 

Example 23 

10 

[4S-[4a(R*),7a,10ap]]-Octahydrc^[(2-merrapt^^ 
b][1,3]thiazepine-7-carboxytic acid 

The product of Examples 3, 11 and 22 was also prepared as follows: 

15 

a) N-[(Phenylmethoxy)carbonyl]'L-methionine 

In a 2L flask equipped with a mechanical stirrer and internal thermometer, sodium hydroxide (61.65 g, 
1.541 mol) was dissolved in distilled water (1000 ml). To this solution, L-methionine (100.0 g, 0.670 mol) was 

20 added at room temperature. The solution was cooled in an ice bath (internal temperature 3°C) and benzyl chlor- 
oformate (110 ml, 0.737 mol) was added over 10 minutes. After a 15 minute induction period, the internal tem- 
perature rose from 3°C to 12°C over 30 minutes and then dropped to 0°C over 15 minutes. The reaction was 
stirred at 0°C for 2 hours, during which time the initially cloudy reaction mixture became homogeneous. The 
ice bath was removed, and the reaction was allowed to warm to room temperature over 1 hour. The reaction 

25 mixture was transferred into a separatory funnel and washed with hexane (2 x 300 ml). The aqueous layer 
was acidified with 6N hydrochloric acid to pH 5 and diluted with ethyl acetate (600 ml). The mixture was further 
acidified to pH 2. The organic layer was separated, and the aqueous layer was extracted with ethyl acetate 
(3 x 600 ml). The organic extracts were combined and washed with brine (750 ml), dried (magnesium sulfate), 
filtered and concentrated in vacuo to produce a light yellow oil. The crude product (oil) was dissolved in toluene 

30 (1 500 ml), and the solution was concentrated to half of its volume. A second portion of toluene (750 ml) was 
added, and concentrated again such that 630 ml of toluene remained. This solution was stored at 5°C overnight, 
during which time some of the product crystallized from solution. The solid was redissolved by warming to room 
temperature. Toluene (134 ml) was then added (a few seed crystals remained). With mechanical stirring, hep- 
tane (500 ml) was added in 30 ml portions at 10 minute intervals (approximately 3 hours total addition time). 

35 At this point, the product started to crystallize from solution. An additional portion of heptane (1020 ml) was 
added over 1.5 hours, and the resulting slurry was stirred for 2 hours. The product was collected by vacuum 
filtration, washed with 1:2 toluene:heptane (3 x 150 ml) and heptane (3 x 500 ml) and air-dried to give 158.6 
g of title product as a white solid; m.p. 66°C; [a] D = -1.5° (c = 1, 95% ethanol). TLC (ethanol: water, 3:1) R, = 
0.78. 



40 



45 



Anal, calc'd for C 13 H 17 N0 4 S: 


Found: 


C, 55.11; 
C, 54.96; 


H, 6.05; 
H, 6.20; 


N, 4.94 
N, 4.83. 



b) N-[(Phenylmethoxy)carbonyl]-L-methionine, methyl ester 

In a 3 L flask equipped with a mechanical stirrer and an argon inlet, the product from part (a) (100.0 g, 
0.353 mol) was dissolved in methanol (2L), and p-toluenesulfonic acid monohydrate (6.71 g, 0.035 mol) was 
added. The reaction mixture was stirred under argon for 21 hours. Triethylamine (4.9 ml, 0.035 mol) was added, 
and the reaction mixture was stirred for an additional 15 minutes. The reaction mixture was concentrated in 
vacuo to a pale yellow oil. The oil was dissolved in ethyl acetate (900 ml), and the solution was washed with 
1 N hydrochloric acid (740 ml), saturated sodium bicarbonate (2 x 740 ml) and brine (740 ml). The organic layer 
was dried (magnesium sulfate), filtered and concentrated in vacuo to a light yellow oil. The oil was concentrated 
from hexane (2 x 100 ml) to obtain 98.22 g of title product as a white solid. 
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c) N>[(Phenylmethoxy)carbonyl]-L-methionine, sulfoxide, methyl ester 

In a 3L flask equipped with mechanical stirrer, the product from part (b) (97.95 g, 0.329 mol) was dissolved 
in methanol (1675 ml) and distilled water (215 ml). The solution was cooled in an ice bath, and sodium bicar- 

5 bonate (28.5 g, 0.339 mol) was added. N-Chlorosuccinimide (44.0 g, 0.329 mol) was added in small portions 
over 25 minutes so that the internal temperature did not exceed 7°C. The mixture was stirred in an ice bath 
for 1 hour and then was allowed to warm to room temperature over 1 hour. The mixture was concentrated in 
vacuo by about 75% to remove the methanol, diluted with ethyl acetate (1000 ml) and washed with brine (500 
ml). The brine layer was back-extracted with ethyl acetate (2 x 200 ml). The organic extracts were combined, 

w dried (magnesium sulfate), filtered, and concentrated in vacuo to a clear, viscous oil. The oil was concentrated 
from toluene (3 x 100 ml) and residual solvents were removed under high vacuum to produce crude title product 
as a clear oil, which solidified to a white solid (131.4 g). The crude product contained 12 weight percent suc- 
cinimide and 9 weight percent toluene by NMR. The product was a mixture of sulfoxide diastereomers. 

15 d) S-[(Acetyloxy)methyl1-N-[(phenylmethoxy)carbonyl]-L-homocysteine, methyl ester 

To a 1 liter flask containing the product from part (c) (102.8 g corrected weight, 0.328 mol) was added tol- 
uene (480 ml), sodium acetate (32.3 g, 0.394 mol) and acetic anhydride (186 ml, 1.970 mol). The resulting mix- 
ture was refluxed (118°C) under argon for 18 hours. The dark brown reaction mixture was allowed to cool to 

20 room temperature. After an hour at room temperature the reaction mixture became very thick with solids. The 
solids were dissolved with ethyl acetate (100 ml), and the mixture was partially concentrated in vacuo to a vis- 
cous brown residue. The residue was concentrated from toluene (240 ml) to remove acetic anhydride, diluted 
with ethyl acetate (1 000 ml), and carefully washed with saturated sodium bicarbonate (4 x 680 ml). The organic 
layer was washed with brine (450 ml), dried (magnesium sulfate), filtered and concentrated in vacuo. Residual 

25 solvents were removed under high vacuum to produce a light brown solid. The crude product was dissolved 
in n-butyl acetate (450 ml) with warming (35°C) and stirring. After cooling to room temperature, hexane (200 
ml) was added slowly to the solution with stirring over 15 minutes. At this point the product crystallized from 
the solution. An additional portion of hexane (700 ml) was added over 30 minutes, and the resulting slurry was 
stirred for 3 hours. The product was collected by filtration and washed with 1:2 n-butyl acetate: hexane (200 

30 ml), 1:4 n-butyl acetate: hexane (2 x 240 ml), and hexane (2 x 250 ml). The product was air-dried, then dried 
under high vacuum to give 87.7 g of title product as a pale brown solid; m.p. 73°C; [a] D = -1.6° (c = 1, 95% 
ethanol). TLC (5% methanol/methylene chloride) R f = 0.80. 





Anal, calc'd for C 16 H 2 iN0 6 S: 


35 




C, 54.07; 


H, 5.95; 


N, 3.94 




Found: 


C, 53.48; 


H, 5.74; 


N, 3.82. 



e) S-Acetyl-N-[(phenylmethoxy)carbonyl]-L-homocysteine 

In a 1 L flask, a solution of the product from part (d) (83.0 g, 0.233 mol) in tetrahydrofuran (41 5 ml) was 
sparged with argon for 30 minutes. In a separate 2L f lasked equipped with a mechanical stirrer and an argon 
inlet, a solution of 86.8% potassium hydroxide (62.7 g, 0.969 mol) in distilled water (280 ml) was sparged with 
argon for 15 minutes. 

The tetrahydrofuran solution was added to the potassium hydroxide solution (internal temperature 20°C) 
rapidly, via cannula, with vigorous stirring under argon. The flask containing the product from part (d) was 
rinsed with 20 ml of tetrahydrofuran (sparged with argon for 15 minutes) and the rinse was added to the reaction 
mixture. After 30 minutes, the reaction was clear and biphasic, and an exotherm to 28°C had occurred. 

After an additional 2 hours, the reaction was cooled to 1 °C (internal) and sodium borohydride (2.75 g, 0.073 
mol) was added in one portion (exotherm to 6.8°C). The reaction mixture was stirred for an additional 20 min- 
utes at 0°C and then allowed to warm to 11°C over 30 minutes. The reaction mixture was cooled to 1°C, and 
acetic anhydride (68.6 ml, 0.727 mol) was added over 10 minutes. An exotherm to 10°C occurred during the 
addition. The internal temperature dropped back to 4°C before the addition was complete. The cooling bath 
was removed, and the reaction was stirred at ambient temperature for 45 minutes. 

The reaction mixture was concentrated in vacuo to approximately half of its volume, acidified to pH 2 with 
6N hydrochloric acid (1 75 ml), and extracted with ethyl acetate (2x1.1 L). The combined organic extracts were 
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washed with brine (560 ml). The organic layer was treated with activated carbon and anhydrous magnesium 
sulfate, filtered, and concentrated in vacuo to a yellow oil. n-Butyl acetate (380 ml) was added, and the solution 
was concentrated in vacuo (45°C) to half of its volume. A second portion of n-butyl acetate (190 ml) was added 
and concentrated again such that 190 ml of n-butyl acetate remained. Heptane (300 ml) was added slowly with 

5 stirring to haziness, and seed crystals were added. After 1 5 minutes a white solid crystallized from the solution. 
A second portion of heptane (570 ml) was added slowly over 30 minutes, and the resulting slurry was stirred 
at room temperature overnight. The product was collected by filtration, washed with 1 :3 n-butyl acetate:hep- 
tane (2 x 275 ml) and hexane (2 x 275 ml), air-dried, and then dried under high vacuum to produce 50.1 g of 
title product as a white solid; m.p. 73 - 74°C; [a] D = -1.3° (c = 1, 95% ethanol). TLC (ethanokwater, 3:1) R, = 

10 0.83. 





Anal, calc'd for C 14 H 17 IM0 5 S: 






C, 54.01; 


H, 5.50; 


N, 4.50 


15 


Found: 


C, 53.88; 


H, 5.45; 


N, 4.44. 



The filtrate was concentrated so that 100 ml of butyl acetate remained. This solution was treated with 310 
ml of heptane as described above to obtain a second crop of 8.4 g of title product as a white solid for a total 
yield of 58.5 g. 

f) [S-(R*,R*)-2-d4-(Acetylthio)-1-oxo-2-[[phenylmethoxy)carbonyl]amino]butyl]amino]6,6-dimethoxyhexano- 
ic acid, methyl ester 

S-Acetyl-N-[(phenylmethoxy)carbonyl}-L-homocysteine (0.456 mol) was dissolved in a mixture of methy- 
lene chloride (600 ml) and dimethylformamide (90 ml), and hydroxybenzotriazole hydrate (64.72 g, 0.479 mol) 
was added. The mixture was cooled in an ice-bath and a solution of (S)-2-amino-6,6-dimethoxyhexanoic acid, 
methyl ester [prepared as described in Example 1(e), 93.7 g, 0.456 mol) dissolved in methylene chloride (600 
ml) was added. Finally, ethy1-3-(dimethylamino)propylcarbodiimide, hydrochloride salt (91.83 g, 0.479 mol) 
was added and the reaction was stirred for one hour at 0°C, then for 2 hours at room temperature. At the end 
of that time, the reaction mixture was concentrated in vacuo and the residue was partitioned between ethyl 
acetate (3 L) and saturated aqueous sodium bicarbonate (1 L). The organic extract was washed with water (1 
L), 5% potassium bisulfate (1 L), water (1 L), and brine (1 L), then dried (sodium sulfate) and concentrated in 
vacuo to 238 g of crude product. The crude product was dissolved in ethyl acetate: methylene chloride (1:1, 
300 ml) and applied toa10x15cm pad of Merck silica gel. Elution with 8:2 ethyl acetate:hexane (7L) followed 
by ethyl acetate (4 L) provided 205.28 g of title product. 

g) [4S-(4a,7a,10aP)^Octahydro^-[[(pheny)meth^ 
7-carboxylic acid, methyl ester 

A solution of the product from part (0 [205.28 g, 0.412 mol, dried by evaporating in methylene chloride/tol- 
uene) in methanol (2 L) was cooled to 0°C (ice bath) and purged with argon for 30 minutes. A 25% by weight 
solution of sodium methoxide in methanol (95.1 ml, 1.01 eq.) was added rapidly with continued argon purging, 
and the reaction was stirred for 10 minutes longer, then quenched by the addition of 1L of saturated ammonium 
chloride solution, diluted with 0.5 L of water, and treated with 3 L of ethyl acetate. The resulting mixture was 
divided into two portions which were each separately concentrated in vacuo to remove organics (ethyl acetate 
and methanol). The concentrated residues were recombined and treated with 1 L of ethyl acetate. The organic 
layer was separated and rinsed with 0.5 L of saturated ammonium chloride. The combined aqueous solutions 
were reextracted with 1 L of ethyl acetate. The organic extracts were combined and washed with 1 L of water 
and two 1 L portions of brine, dried (sodium sulfate), filtered and concentrated. The residue was further evapo- 
rated with methylene chloride and dried in vacuo to give 1 82.65 g of free sulf hydryl of the product from part 
(0- 

This free sulfhydryl intermediate (0.400 mol) was dissolved in methylene chloride (4 L) and treated with 
30.8 ml (0.400 mol) of trifluoroacetic acid. The reaction mixture was refluxed for 16 hours, then cooled and 
concentrated in vacuo. The resulting residue was dissolved in 2 L of ethyl acetate, then washed with 400 ml 
of 0.1 N hydrochloric acid, 1 L of water, 1 L of saturated sodium bicarbonate, 1 L of water, and 1 L of brine, 
dried (sodium sulfate), filtered and concentrated. The residue was evaporated with methylene chloride and 
dried in vacuo to afford 166.24 g of title product. 
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h) [4S-(4a Ja,10ap^Octahydro^-amino-5-oxo-7H-pyrido[2,1>b][1,3]thiazepine-7>carboxylic acid, methyl 
ester 

lodotrimethyisilane (76.6 ml, 0.538 mol) was added to a solution under argon containing the product from 
5 part (g) (162.43 g, 0.414 mol) dissolved in methylene chloride (1.5 L). After stirring for 1.5 hours, the reaction 
mixture was concentrated in vacuo and the residue was partitioned between 1 L of ethyl acetate and 700 ml 
of 1N hydrochloric acid (evolution of C0 2 occurs; pH 1.2). The ethyl acetate layer was separated and extracted 
with 300 ml of 1 N hydrochloric acid. The combined acidic aqueous extracts were washed with a further 1 L 
of ethyl acetate, then cooled to 0°C and basified with 4 N sodium hydroxide (about 275 ml) to pH 10.0. The 
10 aqueous layer was saturated with solid sodium chloride, then extracted with five 1 L portions of methylene 
chloride. The combined organic extracts were dried (sodium sulfate), filtered and concentrated in vacuo. The 
residue was redissolved in 1 L of methylene chloride and rinsed with 0.5 L of brine, dried (sodium sulfate), fil- 
tered and concentrated to give 98.8 g of title product. 

15 i) [4S-[4a(R*),7a,10ap]]-Octah^ 

b][1,3]thiazepine-7-carboxy1ic acid, methyl ester 

(S)-2-(Acetylthio)benzenepropanoic acid, dicyclohexylamine salt (1 73.1 g, 0.427 mol) was partitioned be- 
tween ethyl acetate (1 L) and 10% potassium bisulfate (800 ml). The organic layer was separated and washed 

20 with 5% potassium bisulfate (1 L), 50% brine (1 L) and brine (1 L), dried (sodium sulfate), filtered and concen- 
trated in vacuo. The residue was evaporated several times with methylene chloride, then dried overnight in 
vacuo to yield 97.3 g of crude (S)-2-(acetylthio)benzenepropanoic acid. 

Asolution of this (S)-2-(acetylthio)benzenepropanoic acid (0.427 mol) dissolved in methylene chloride (900 
ml) was cooled in an ice-bath and treated with a solution of the product from part (h) (100.28 g, 0.388 mol) in 

25 methylene chloride (600 ml), triethyJamine (154.1 ml, 0.388 mol), and finally benzotriazol-1-yloxytris(dimethy- 
lamino)phosphonium hexafluorophosphate (188.9 g, 0.427 mol) added in one portion. After one hour at 0°C 
and 2 hours at room temperature, the reaction mixture was concentrated in vacuo and dissolved in 2 L of ethyl 
acetate. The organic solution was concentrated in vacuo and dissolved in 2 L of ethyl acetate. The organic 
solution was washed with 0.5 L of brine, 1 L of 0.5 N hydrochloric acid, 1 L of water, 2 L of saturated sodium 

30 bicarbonate, 1 L of water, and 1 L of brine, dried (sodium sulfate), filtered and concentrated. At this point, those 
aqueous rinses which contained product (TLC indication) were reextracted with ethyl acetate. The ethyl acetate 
extracts were worked up in the usual manner and all combined to give a crude yellow oil product. The yellow 
oil was applied to a 15 x 15 cm silica gel pad prepared in 1:1 ethyl acetate: hexanes and eluted with 7Lof 1:1 
ethyl acetate:hexanes followed by 4L of 6:4 ethyl acetate:hexanes and finally 2L of 7:3 ethyl acetate: hexanes. 

35 The filtrates containing the desired product were concentrated to give 123.57 g of title product. 

j) [4S-4a(R*),7a,10ap]]-Octahydro-4-^ 
b][1,3]thiazepine-7-carboxylic acid 

40 Into a 12 1 three-necked flask, fitted with an additional funnel and mechanical stirrer, was placed a solution 

of the product from part(i) (96.0 g, 0.207 mol) in methanol (1.1 1). The solution was purged with argon for 30 
minutes then cooled in an ice-bath until the internal temperature was +7°C. A total of 1.45 L of 1N sodium hy- 
droxide solution (previously sparged with argon for 30 minutes) was added over 1 hour. The reaction mixture 
was continuously sparged with argon during the addition. The reaction temperature rose to +12°C and was 

45 maintained during the addition. The reaction mixture was stirred for an additional 30 minutes, then warmed to 
room temperature with an ambient water bath and stirred with sparging for 2.5 hours. About 250 ml of 6 N hy- 
drochloric acid was added dropwise over 15-20 minutes to adjust the pH to 2. A gummy precipitate formed 
during the acidification. After continual stirring for a further 2 hours, the precipitate changed to a fine white 
solid, with the presence of some larger chunks of solid product. The product was collected on a 600 ml sintered 

50 glass funnel. Washing the collected solid with 1 L of water followed by 2 L of anhydrous ether and final drying 
in vacuo afforded 70.3 g of title product as a fine white solid; m.p. 21 8 - 220°C (dec). TLC (1 :99 acetic acid/ethyl 
acetate) R, = 0.48. 

HPLC: tR(YMC S-3 ODS 6.0 x 150 mm; 1.5 mL/min. f isocratic 60% B, Buffer A = methanol/water/phosphoric 
acid (10:90:0.2), Buffer B = methanol/water/phosphoric acid (90:1 0:0.2)) = 9.33 min., 99.3% of total peak area 
55 at 220 nm. 
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Anal, calc'd for C^H^^O^: 






C, 55.86; 


H. 5.92; 


N, 6.86; 


S t 15.70 


5 


Found: 


C, 55.83; 


H, 5.83; 


N, 6.96; 


S, 15.70. 



Example 24 

io [4S-[4a(R*),7g,10ap]]-Octahydro-4-Q2-(are^ 
b][1,3]thiazepine-7-carboxytic acid, methyl ester 

The coupling reaction described in Examples 3(c), 11(i), 22(b), and 23(i) was also carried out as follows: 
A solution of (S)-2-(acetylthio)benzenepropanoic acid (1.83 g, 8.14 mmol) and [4S-(4a,7a,10ap)]octahy- 
15 drc-4-amino-5-oxo-7H pyrido[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester (2.11 g, 8.17 mmol) in dry 
methylene chloride (20 ml) was cooled to 0°C and ethyl-3-(dimethy1amino)propyl carbodiimide, hydrochloride 
salt (1 .77 g, 9.32 mmol) was added in a single portion. The reaction mixture was stirred at 0°C for 6 hours and 
then was concentrated to an oily foam. The residue was then partitioned between ethyl acetate (100 ml) and 
1 N hydrochloric acid (50 ml). The organic phase was washed with 1 N hydrochloric acid (50 ml), saturated aqu- 
20 eous sodium bicarbonate (2 x 50 ml), and saturated aqueous sodium chloride (50 ml), dried (anhydrous sodium 
sulfate), filtered and concentrated in vacuo to give 3.43 g of title product as a white foam. 

Example 25 

25 [4S-[4a(R*),7q,10aft]]-Octahydro^-[(2^ 

b][1,3]thiazepine-7-carboxylicacid, 1,1-dimethylethylamine salt 

A 15 ml, 3-necked flask equipped with a reflux condenser was evacuated and refilled with argon three 
times. [4S-[4a(R*),7a,10ap]-Octahydro-4-[(2-^ 

30 b][1 ,3]thiazepine-7-carboxylic acid (0.20 g) and a 1:1 solution of degassed absolute ethanol and acetonitrile 
(1.0 ml) were charged into the flask. As the heterogeneous mixture was stirred, tert-butylamine (53.0 uJ, 1.03 
eq.) was added dropwise. The solution became homogeneous within three minutes after the amine addition 
was completed. The solution (internal temperature of 20°C) was diluted slowly by the dropwise addition of acet- 
onitrile to a final volume of 10 ml. After an additional 2 hours of stirring, the solids were filtered, washed once 

35 with 100% acetonitrile (5 ml), air dried, and placed under high vacuum for 2 hours to remove residual solvents 
to give 0.2 g of title product as a white crystalline solid. 

The above material was combined with material from other runs and recrystallized as follows. A 25 ml, 3- 
necked flask equipped with a reflux condenser, magnetic stirrer bar, and addition funnel was evacuated and 
refilled with argon three times. The batches of 1,1-dimethylamine salt produt (0.37 g) and 59% acetoni- 

40 trile/ethanol (2.28 ml) were added to the flask. The flask and contents were warmed to 29 - 32°C to dissolve 
the solids. The solution was diluted with acetonitrile (27 ml). The heating bath was removed, and the flask was 
allowed to cool to room temperature (20°C). After one hour of additional stirring, the mixture was filtered, and 
the solids were washed once with acetontrile (10 ml), air-dried, and placed under high vacuum to remove re- 
sidual solvents and give 0.29 g of title product as a white crystalline solid; m.p. shrinks at 160°C and slowly 

45 melts and decomposes as the temperature is increased to 190-191 °C (at 190 - 191°C, the remaining glossy 
material melts rapidly). 

Example 26 

50 [4S-(4a,7a,10ap)]-Octahydrch4-amino-5-oxo-7H-pyrido[2,1-b][1,3]thiazepine-7-carboxy1ic acid, methyl ester 
This intermediate of Examples 3(c), 11(h) and 23(h) was also prepared as follows: 
a) 2-(Acetylamino)-2-[4-(acetyloxy)buty1]propanedioic acid, diethyl ester 

55 

A stirred suspension of 95% sodium hydride (60.8 g, 2.532 mol) in anhydrous dimethylformamide (500 ml) 
under an atmosphere of argon was cooled to 0°C (ice bath). A solution of diethyl acetamidomalonate (500 g, 
2.302 mol) in anhydrous dimethylformamide (1.2 1) was added over a period of 45 minutes while keeping the 
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reaction temperature below 18°C. After the addition was complete, the turbid solution was gradually warmed 
to room temperature. After stirring for one hour at room temperature, 4-bromobutyl acetate (471.5 g, 2.417 
mo!) was added. The mixture was then stirred at 59 - 60°C for 18 hours. The resulting slurry was cooled to 
room temperature, quenched with absolute ethanol (40 ml) and glacial acetic acid (4 ml), stirred for about 15 
5 minutes, poured into a 10% lithium chloride solution and extracted with ethyl acetate (2x3 I). The combined 
ethyl acetate extracts were washed with 10% lithium chloride (3x3 I), dried (anhydrous sodium sulfate), and 
evaporated in vacuo to give 750 g of title product as an oil. 

b) 2-(Acetylamino)-6-hydroxyhexanoic acid 

10 

The product from part (a) (730 g, 2.2 mol) was weighed into a 5 1. 3-neck flask (equipped with a therm- 
ometer, magnetic stirrer and air cooled condenser) and diluted with absolute ethanol (300 ml) followed by the 
addition of aqueous 6N sodium hydroxide (1.6 I, 9.6 mol). The reaction mixture was heated at 68 - 70°C for 5 
hours and a homogenous solution was obtained. The reaction was cooled to room temperature, and 6N hy- 

15 drochloric acid (1 .32 1) was added slowly to pH 1 .3. The flask was equipped with a short path still head to distill 
off the ethanol as the temperature was slowly increased to 87 - 90°C and maintained at this temperature for 
8.5 hours. Slow carbon dioxide evolution was observed. The total volume of distillate was 600 ml. The pH of 
the final solution was 3.0. The reaction mixture was concentrated in vacuo until all of the water evaporated 
off and then concentrated from toluene (2 x 500 ml). The semi-solid mass was triturated with absolute ethanol 

20 (1 I), filtered, and rinsed with additional absolute ethanol (500 ml). The filtrate was concentrated in vacuo to 
yield 509 g of crude oil (82% purity) which contained ethanol and toluene. 

c) (S)-2-Amino-6-hydroxyhexanoic acid 

25 The crude product from part (b) (443 g f includes some toluene and ethanol, starting material weight esti- 
mated to be 394 g) was dissolved in water (3.3 I) and 1 N lithium hydroxide was added until the pH was 7.5 
(1.53 1 required). The mixture was heated to 35°C and acylase (grade 1 from porcine kidney, 0.4 g) was added 
and the reaction mixture was stirred for 24 hours. At the end of this time period the pH was 7.33. The pH was 
readjusted to 7.5 with 1 N lithium hydroxide (about 2 ml), additional acylase (0.4 g) was added, and the reaction 

30 was stirred for 17 more hours (pH 7.3). The pH of the solution was adjusted to 5.9 with acetic acid. Celite® 
(20 g) and charcoal (20 g) were added and the reaction was heated to 92°C and maintained for 5 minutes. The 
reaction was filtered through a pad of Celite® and concentrated in vacuo to a semi-paste (441 g). This was 
triturated with 900 ml of 1:5:10 

water.ethanohdimethylformamide. Some warming was required to break up the original cake. The reaction mix- 
35 ture was refrigerated overnight, filtered, and washed with 200 ml. of the above solvent mixture to yield 214 g 
of crude material (about 40% N-acetyl material). This material was suspended in methanol (500 ml), wanned 
on a steam bath, allowed to stand for 2 hours, and filtered. This procedure was repeated a second time to yield 
108 g of title product; [a] 0 = +22° (c = 1.44, 6 N hydrochloric acid). 
Alternatively, steps (b) and (c) were also performed as follows: 

40 

b) 2-(Acetylamino)-6-hydroxyhexanoic acid 

A5 1, 3-necked flask, equipped with a mechanical stiner and thermocouple thermometer, was charged with 
the product from part (a) (631 g, 1.933 mol) and tetrahydrofuran (259 ml). A 6 N sodium hydroxide solution 

45 (1 385 ml, 8.31 mol) was added to the stirred solution over 40 minutes. A strong exotherm occurred and it was 
necessary to cool the reaction mixture in an ice bath to keep the temperature under 60°C. The reaction mixture 
was then heated to slight reflux (pot temperature at 67 - 68°C) for 5.5 hours. 

The mixture was stirred at room temperature overnight (16.5 hours). The pH was brought from 12.75 to 
1.30 with the gradual addition of 6 N hydrochloric acid solution (1150 ml, 6.9 mol), maintaining the temperature 

50 at about 25°C. The mixture was heated gradually with a short distillation head until distillation and gas (carbon 
dioxide) evolution started (72.3° C pot temperature, 70°C head temperature) and until distillation stopped and 
gas evolution became very slow (94.1°C pot temperature, 50°C head temperature). Total distillate collected 
was 410 ml and the pot residue had a pH of 3.9. Heating was continued for another ten minutes with no addi- 
tional gas evolution. Total heating time from the start of distillation was 7.5 hours. 

55 After stining at room temperature overnight, the clear reaction mixture (pH 3.50) was stripped in the rotary 

evaporator under vacuum in a 60°C bath and the pasty residue was stirred with absolute ethanol (750 ml). 
The resulting crystalline suspension was stripped in the rotary evaporator (pump vacuum, 60°C bath) and the 
pasty residue was chased with absolute ethanol (2 x 750 ml). To the final residue, absolute ethanol (1500 ml) 
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was added and the mixture was stirred in a 60°C bath until it became a fine crystalline suspension, about 20 
minutes, and then stirred at room temperature for 20 minutes. The suspension was filtered and the cake was 
washed with absolute ethanol (2 x 300 ml). The filtrates appeared hazy and were further clarified by filtration 
through a pad of Celite®. The new, dear filtrate was stripped in the rotary evaporator to give 434.6 g of title 
5 product as an amber-colored thick syrup. TLC (10:1:1, methanol:acetic acid:water) R f = 0.59. 

c) (S)-2-Amino-6-hydroxyhexanoic acid 

A 5 1, 3-necked flask, equipped with a mechanical stirrer and thermometer, was charged with the product 
10 from part (b) (434 g ,1 .93 mol), and water (3 1). The pH of the hazy solution was adjusted from 4.05 to 7.50 by 
the addition of 1 N lithium hydroxide (705 ml). The solution was warmed to 36°C and porcine kidney acylase 
I (0.710 g) was added. The mixture was stirred at 35° to 36 °C for 23.5 hours, The reaction mixture was cooled 
to room temperature and the pH was brought from 7.0 to 5.9 by the addition of glacial acetic acid (4.4 ml). 
Celite® (29 g) and charcoal (29 g) were added and the temperature was raised with stirring to 91 °C. The heating 
15 was removed and the mixture was allowed to cool to room temperature. The suspension was filtered through 
an 18.5 cm filter paper disc and the cake was thoroughly washed with water. The colorless filtrates (about 3.9 
1) were concentrated in a rotary evaporator at 60°C to give 476 g of a clear, thick oil. Absolute ethanol (720 
ml) was added and the mixture was stirred until it became a homogeneous crystalline suspension. The solvent 
was again stripped off and absolute ethanol (1584 ml) was added to the white solid residue. The suspension 
20 was rolled in the rotary evaporator at room temperature overnight (15 hours) and filtered through 18.5 cm pa- 
per. The cake was washed with absolute ethanol (7 x 100 ml) and dried to constant weight under vacuum to 
give 85.8 g of white, crystalline title product. TLC (methanol :water: acetic acid, 10:1:1) R< = 0.62. 



Anal, calc'd for C 6 H 13 N0 3 : 


Found: 


C, 48.25; 
C, 48.66; 


H, 8.94; 
H, 8.77; 


N, 9.38 
N, 9.43. 



d) [S-(R* t R*^2-[[4-(Acetylthio)-1-oxo-2-[[(phenylmethoxy)carbonyl]amino]butyl]amino]-6-hydroxyhexanoic 
acid, methyl ester 

A slurry of (S)-2-amino-6-hydroxyhexanoic acid (1.0 g, 6.8 mmol) in methanol (20 ml) was stirred under 
argon at room temperature and treated with trimethylsilyl chloride (1.9 ml, 15 mmol). The resulting solution 
was stirred at room temperature for 18 hours. The solvent volume was reduced to about 3.5 ml under reduced 
pressure. Acetonitrile (5 ml) was added and the solution was cooled to -1 0°C. N,N-Diisopropylethylamine (4.15 
ml, 23.8 mmol) was then added and the solution was cooled to -40°C to give a solution containing (S)-2-amino- 
6-hydroxyhexanoic acid, methyl ester. 

In a separate flask, a solution of S-acety1-N-[(phenylmethoxy)carbonyl]homocysteine [prepared as descri- 
bed in Example 23(e), 2.117 g, 6.8 mmol] in acetonitrile (5 ml) at 0°C was treated with N,N-diisopropylethyla- 
mine (1.20 ml, 6.8 mmol). In another flask, hydroxy be nzotriazole hydrate (0.104 g, 0.68 mmol) and methane- 
sulfonyloxybenzotriazole (1 .450 g, 6.8 mmol) were dissolved in acetonitrile and cooled to -1 8°C. The previously 
formed S-acetyt-N-[(phenylmethoxy)carbonyl]homocysteine was then added dropwise to this solution while 
maintaining the internal temperature at less than -10°C. After stirring at -18° to -12°C for three hours, the re- 
sulting solution was added dropwise to the above solution containing (S)-2-amino-6-hydroxyhexanoic acid, me- 
thyl ester at -40°C. The mixture was allowed to slowly warm to 16°C over 18 hours. The reaction was then 
poured into ethyl acetate (50 ml) and 1N hydrochloric acid (50 ml). The mixture was transferred into a sepa- 
ratory funnel and the layers were separated. The aqueous layer was extracted with ethyi acetate (2 x 50 ml). 
The organic layers were combined and then washed with 1N hydrochloric acid (100 ml), saturated sodium bi- 
carbonate (100 ml), and saturated sodium chloride (100 ml). The solution was dried over magnesium sulfate, 
filtered, and concentrated to a white solid. To this solid was added tert- butyl methyl ether (20 ml) and the re- 
sulting slurry was stirred at room temperature for 4 hours and filtered. The product was washed with tert-butyi 
methyl ether and dried to yield 2.087 g of title product; m.p. 89 - 90°C. 
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e) [S-(R*,R*)]>2>n4-(Acetytthio)-1-oxo-2-[I(phenylmethoxy)caitonyl]amino]buty)]am acid t 
methyl ester 

To a solution of oxalyl chloride (546 p\ f 6.27 mmol) in dry methylene chloride (16 ml) at -65°C (internal 
5 temperature) was added dropwise a solution of dimethylsulfoxide (905 uJ, 12.54 mmol) in methylene chloride 
(13 ml) over 12 minutes while maintaining an internal temperature between -65° and -60°C. A solution cf the 
product from part (d) (1 .90 g, 4.1 8 mmol) in methylene chloride (7 m!) was added to the reaction flask over 20 
minutes producing a turbid mixture. Additional methylene chloride (1 ml) was used to complete the transfer of 
the alcohol into the reaction flask and the reaction was allowed to stir at -65°C for 40 minutes. Next N,N-dii- 
10 sopropy lethylamine (3.7 ml, 20.90 mmol) was added thus producing a clear solution. After stirring an additional 
30 minutes at-65°C, the reaction was allowed to warm to -18°C over 2 hours. The reaction was quenched with 
10% aqueous potassium bisulfate (30 ml) and then warmed to room temperature. The reaction mixture was 
diluted with 25 ml of water, mixed, and the phases were separated. The aqueous fraction was back-extracted 
with methylene chloride (2 x 25 ml). The combined organic extracts were washed with 1 0% aqueous potassium 
15 bisulfate (25 ml), saturated aqueous sodium bicarbonate (2 x 25 ml), brine (25 ml), dried (magnesium sulfate), 
filtered and concentrated in vacuo to give 1.84 g of title product as a white solid. 

f) [4S-(4a,7a t 10ap)]-Octahydrc~4-n(pheny1m^ 
7-carboxylic acid, methyl ester 

20 

A dried flask under argon was charged with the product from part (e) (1.76 g, 3.89 mmol) and methanol 
(17 ml). The solution was cooled to 0°C and sparged with argon for 25 minutes. Sodium methoxide solution 
(25% by weight in methanol, 983 ul, 4.28 mmol) was added to the reaction mixture over about 15 seconds. 
The reaction was quenched after one hour with 1 N hydrochloric acid solution (20 ml) and then allowed to warm 

25 to room temperature. Ethyl acetate (35 ml) was added and after mixing, the layers were separated. The aqu- 
eous fraction was back-extracted with ethyl acetate (2x15 ml). The combined organic fractions were washed 
with 1 N hydrochloric acid solution (15 ml), brine, dried (magnesium sulfate), filtered, and concentrated in vacuo 
to give 1 .69 g of [S-(R*,R*)]-2-[[4-mercapto-1 -oxo-2-[[(phenylmethoxy)carbonyl]amino]butyl]amino]-6-oxohex- 
anoic acid, methyl ester as a white foam. 

30 A solution of this white foam and trifluoroacetic acid (305 uJ, 3.95 mmol) in methylene chloride (17 ml) was 

refluxed for 2.25 hours. After cooling to room temperature, the reaction was concentrated and the residue was 
dissolved in ethyl acetate (25 ml), washed with saturated sodium bicarbonate solution (2 x 20 ml) and brine, 
dried (magnesium sulfate), filtered and concentrated in vacuo to yield 1.50 g of title product as a white foam. 

35 g) [4S-(4a,7g,10ap)]-Octahydro-4-aminch5-oxo-7H-pyrido[2,1-b][1,3]thiazepine-7-carboxy1 acid, methyl 
ester 

Treatment of the product from part(f) with iodotrimethylsilane according to the procedureof Example 23(h) 
or 11(h) removes the N-protecting group and yields the desired 4-amino product. 

40 

Example 27 

(S)-2-Phthalimido-6-hydroxyhexanoic acid 

45 This intermediate of Example 1(c) was also prepared as follows: 

To a solution of 2-(acetylamino)-2-[4-(acetyloxy)butyl]propanedioic acid, diethyl ester [730 g, 2.2 mol, pre- 
pared as described in Example 24(a)] in absolute ethanol (300 ml) was added 6 N sodium hydroxide solution 
(1 .6 I). The reaction was heated at 70 - 75°C for 5 hours, then at 90° to 95°C to distill off most of the ethanol. 
The reaction was cooled and acidified to pH 1.3 using 6N hydrochloric acid (about 1.3 1), then heated at 90° - 

so 1 00°C to achieve decarboxylation. Upon completion, the crude reaction mixture was cooled to room temper- 
ature. 

The above crude reaction mixture was heated to 35°C and treated with about 600 ml of 6N sodium hy- 
droxide followed by 1 N sodium hydroxide to adjust to pH of 7.5 (final volume was about 5.3 1). To this mixture 
was added 0.6 g of porcine kidney acyiase I. After stirring overnight at 35°C the pH was 7.25. The pH was 
55 adjusted to 7.5 and an additional 300 mg of acyiase was added. After stirring overnight, the reaction appeared 
to be about 90% complete. The reaction mixture was next treated with 20 g of charcoal and 20 g of Celite®, 
then heated to 85°C and maintained at that temperature for 10 minutes, then cooled to 50°C and filtered. At 
this point, the total volume of the filtrate was about 4.9 1. The filtrate was cooled to 5°C and solid sodium car- 
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bonate was added to adjust the pH to 9.3. N-Carbethoxyphthalimide (263.04 g, 1.2 mol) was added in one por- 
tion and sodium carbonate was added as needed to keep the pH at 9.3. After 2 hours at 5°C followed by 3 
hours at room temperature, the pH dropped to 8.5 and mostof the reagents had dissolved. The reaction mixture 
was filtered, cooled to 5°C and acidified to pH 2.3 with 6N hydrochloric acid. The precipitated solid was col- 
5 lected by filtration and washed with 200 ml of cold water, then dried in vacuo to yield 220 g of title product. 

Example 28 

[4S-(4a,7a,10aP)]-Ortahydrch4-^ 
w b][1,3]thiazepine-7-carboxyiic acid 

a) (Acetylamino)(1-naphthalenylmethy1)propanedioic, diethyl ester 

To a solution of sodium ethoxide (21% in ethanol, 4.613 gm, 67.8 mmol) in ethanol (100 ml) was added 
15 diethyl acetamidomalonate (14.74 gm, 67.8 mmol), then 1-(bromomethyl)napthalene (10.0 gm, 45.2 mmol). 
The solution was stirred at room temperature for one hour. The reaction mixture was then concentrated to an 
orange oil. The oil was dissolved in ethyl acetate and washed with 50% saturated ammonium chloride water 
and brine, then dried over sodium sulfate, filtered and concentrated to afford an orange solid. The solid was 
recrystallized from ethyl acetate and hexane to afford beige crystals contaminated with diethylacetamido mal- 
20 onate. The solid was dissolved in 50% ethyl acetate in hexane and purified by flash chromatography on Merck 
silica gel in 50% ethyl acetate in hexane. Those fractions containing pure product were combined and con- 
centrated to afford 1 0.225 g. of product as a white solid; m.p. 
105-108°C; R, = 0.57 (50% ethyl acetate in hexane). 

25 b) a-Amino-1-naphthalenepropanoic acid 

A solution of the product from part (a) (16.182 gm., 47.5 mmol) was suspended in 48% hydrogen bromide 
(100 ml) and refluxed under argon for 14 hours. The hydrogen bromide salt of the product was filtered out of 
solution as a white solid, then taken up in hot (50 °C) water (500 ml) and the solution neutralized with concen- 
30 trated ammonium hydroxide. The product precipitated out of solution as a fine white solid. Upon filtration and 
drying under high vacuum overnight (18 hours), 8.335 g. of product was obtained as a fluffy white solid; m.p. 
264 °C. 

c) a-Bromo-1-naphthalenepropanoic acid 

35 

To a solution of the product from part (b) (4.000 g., 18.6 mmol) and potassium bromide (7.63 g., 63.2 mmol) 
in 2.5 N sulfuric acid (35 ml) kept at 0 °C was added sodium nitrite (1.92 g., 27.8 mmol) over one hour. The 
mixture was stirred for an additional hour at 0° C, then was warmed to room temperature and stirred for 2.5 
hours. The reaction mixture was then extracted with ether (3x). The ether layers were combined and washed 
40 with water and brine, then dried over sodium sulfate, filtered and concentrated to give an orange oil. The oil 
was purified by flash chromatography on Merck silica gel in 70% ethyl acetate in hexane with 1% acetic acid 
added to reduce tailing. Those fractions containing the bromide were combined and concentrated to afford 
slightly contaminated product as an orange oil which solidified upon sitting overnight. Rf = 0.40 (40% ethyl 
acetate in hexane with 1% acetic acid). 

45 

d) g-(Acetylthio)-1-naphthalenepropanoic acid 

To a slurry of potassium thioacetate (0.912 g., 8.00 mmol) in acetonitrile (300 ml) at 0°C was added the 
product from part (c) (2.030 g., 7.27 mmol) as a solution in acetonitrile (3 mi). The solution was stirred for one 

so hour at 0°C, then was warmed to room temperature and stirred for 15 hours. Potassium bromide was then fil- 
tered out of the reaction mixture and the filtrate concentrated to afford an orange oil. The oil was dissolved in 
ethyl acetate and washed with 10% potassium bisulfate and brine, then dried over sodium sulfate, filtered and 
concentrated to afford an orange oil. The oil was purified by flash chromatography on Merck silica gel in 50% 
ethyl acetate in hexane with 1% acetic acid added to reduce tailing. Those fractions containing product were 

55 all contaminated with a compound with an R* = 0.43. Those fractions were pooled and concentrated to give 
an orange oil. The crude product was purified via the dicyciohexylamine salt by dissolving the orange oil in 
ether and adding an equivalent of dicyciohexylamine (1.32 g., 7.27 mmol) to the solution. The dicyciohexyla- 
mine salt was obtained in 2 crops of brown crystals (1.450 gm) still slightly contaminated with impurity. The 
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crystals were suspended in ethyl acetate and shaken with 1 0% potassium bisulfate (3x). The organic layer was 
then washed with water and brine, then dried over sodium sulfate filtered and concentrated to afford 875 mg. 
of product as a yellow oil; Rf = 0.40 (40% ethyl acetate in hexane with 1% acetic acid). 

5 e)[4S-(4g,7g,10ap)]-Octahydro-4-[[2-(ace^ 

do[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester 

A solution of the racemic acid product from part (d) in methylene chloride and a solution of [4S- 
(4a7a,10aP)}-octahydro-4-amino-5-o^ acid, methyl ester in 

10 methylene chloride are reacted in the presence of triethylamine and benzotriazol-1-yloxytris(dimethylami- 
no)phosphonium hexafluorophosphate according to the procedure of Example 23(i) to give the title product. 

Q [4S-(4a7a.10ap)]-Octahydro-4-[[2-m^ 
b][1,3]-thiazepine-7-carboxylic acid 

15 

A solution of the product from part (e) in methanol is treated with 1N sodium hydroxide according to the 
procedure of Example 23(j) to give the title product. 

Example 29 

20 

[4S-[4g(R*),7g,10ap]]-Octahydro-4-[[2-mercap 
b][1,3]thiazepine-7-carboxy1ic acid 

a) (S)-a-(Acetylthio)-2-thiophenepropanoic acid 

25 

Potassium chloride (3.0 g. t 40.1 mmol.) was added to a solution of 0-(2-thienyl)-D-alanine (1.37 g., 8.03 
mmol.) in 2.5 N hydrochloric acid (25 ml.) at room temperature under argon. After stirring for 10 minutes, the 
resulting mixture was cooled to 0°C and treated with sodium nitrite (720 mg., 10.44 mmol.). After 2.5 hours, 
the reation mixture was warmed to room temperature and was stirred 1 hour. The mixture was partitioned be- 

30 tween water and ethyl acetate and the organic layer was dried (sodium sulfate), filtered, and concentrated. 
The residue was flash chromatographed (Merck silica gel) eluting with 1 % acetic acid in 3:1 hexane/ethyl acet- 
ate to give 760 mg. of (R)-g-chloro-2-thiophenecarboxylic acid as a yellow oil. 

Cesium thioacetate (2.95 g., 14.19 mmol.) was added to a solution containing the above chloride (750 mg., 
4.73 mmol.) in dimethylformamide (15 ml.) at room temperature under argon. After stirring for 2 hours, the re- 

35 action mixture was partitioned between 10% potassium bisulfate and ethyl acetate. The organic layer was 
washed with brine, dried (sodium sulfate), filtered, and concentrated and the residue was flash chromatograph- 
ed (Merck silica gel) eluting with 1 % acetic acid in 4:1 hexane/ethyl acetate to give 500 mg. of the title product 
as an oil. TLC (2% acetic acid in 3:1 ethyl acetate/hexane) Rf 0.73. 

*o b)[4S-[4a(R*),7a,10ap]KOctahydro^ 

b) [1,3]thiazepine-7-carboxylic acid, methyl ester 

A solution of the acid product from part (a) in methylene chloride and a solution of [4S-(4a,7a,10aP)]-oc- 
tahydro-4-amino-5-oxo-7H-pyrido[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester in methylene chloride 
45 are reacted in the presence of triethylamine and benzotriazo!-1-yloxytris(dimethylamino)phosphonium hexo- 
flurophosphate according to the procedure of Example 23(i) to give the title product. 

c) [4S-[4g(R*),7g,10ap]]-Octahydro-4-[[2-merc^ 
b][1,3]thiazepine-7-carboxylic acid 

50 

A solution of the product from part (b) in methanol is treated with 1N sodium hydroxide according to the 
procedure of Example 230) to 9™ e tne tit,e product. 
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Example 30 

[4S-[4a(S*),7g,10ap]]-Octahydrc-4-[(2-mera 
bl[1,3]thiazepine-7-carboxy1ic acid 

5 

a) (R)-2-(Acetylthio)benzenepropanoic acid, dicyiohexylamine salt 

Following the procedure of Example 1 (h) but substituting L-phenylalanine for the D-phenylalanine, (R)-2- 
(acetylthio)benzenepropanoic acid, dicyclohexylamine salt was obtained. 

10 

b) [4S-[4a(S*)Jg,10aP]]-Octahydro 

b] [1,3]thiazepine-7-carboxy1ic acid, methyl ester 

A stirred suspension of(R)-2-(acetylthio)-benzenepropanoic acid, dicyclohexylamine salt (353,5 mg t 0.872 
15 mmol) in ethyl acetate (5 ml) was washed with 5% potassium bisulfate solution (3x5 ml). The organic extracts 
were combined, washed with brine, dried (magnesium sulfate), filtered, concentrated, dried in vacuo and strip- 
ped twice from hexanes to obtain (R)-2-(acetylthio)benzenepropanoic acid as an oil. 

The resulting free acid (181 .4 mg, 0.809 mmol) was dissolved in methylene chloride (2 ml) and stirred under 
nitrogen at 0°C. To this solution was added a solution of [4S-(4a,7a,10ap)}*octahydro-4-amino-5-oxo-7H-pyr- 
20 ido[2,1-b][1,3]thiazepine-7-carboxy1ic acid, methyl ester (200 mg, 0.774 mmol) in methylene chloride (6 ml), 
then triethylamine (0.113 ml, 0.813 mmol) and finally benzotriazol-1-yloxytris(dimethylamino)phosphonium 
hexafluoro phosphate (360 mg, 0.813 mmol). The reaction was stirred at 0°C and then slowly allowed to warm 
to room temperature. After a total of 20 hours, the reaction was concentrated in vacuo. The residue was dis- 
solved in ethyl acetate and the solution was washed with a 5% solution of potassium bisulfate, a saturated 
25 solution of sodium bicarbonate, and brine. The organic layer was dried (magnesium sulfate), filtered, and con- 
centrated to a yellow solid. Purification by flash chromatography (eluting with 2:3 ethyl acetate/hexane) gave 
261.7 mg of title product as a clear oil. 

c) [4S-[4a(S*),7a,10ap]]-Octahydro-4-[(2-m^ 
30 b][1,3]thiazepine-7-carboxytic acid 

Asolution of the productfrom part (b) (261.1 mg, 0.562 mmol) in methanol (6 ml, deoxygenated via nitrogen 
bubbling) was cooled to 0°C and treated with 1 N sodium hydroxide (6 ml, deoxygenated via nitrogen bubbling). 
After stirring for one hour at 0°C while purging continuously with nitrogen, the reaction was warmed to room 

35 temperature. After stirring for 30 minutes at room temperature, a clear solution was obtained. After 5.5 hours, 
the reaction was acidified, to pH 1 with 5% potassium bisulfate and extracted with ethyl acetate. The organic 
layers were combined, washed with water and brine, dried (sodium sulfate), filtered and concentrated in vacuo. 
Purification by flash chromatography (6:0.01:3.99 ethyl acetate: acetic acid :hexane) gave 190 mg of title prod- 
uct as a white solid; [<x] D = -87.5° (c = 0.51, chloroform). TLC (6:0.01:3.99, ethyl acetate:acetic acid:hexane) 

40 R, = 0.20. 

HPLC: t R = 25.3 min; YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100%B:A, 30 min. linear gradient and 10 min. 
hold, 1.5 ml/min; A=90% watenmethanol + 0.2% phosphoric acid, B = 90% methanol water + 0.2% phosphoric 
acid; 220 nm. 



Anal, calc'd for C l9 H 24 O 4 N 2 S 2 0.15 C 4 H 8 O 2 0.15 C 7 H16 - 0.39 H 2 0: 


Found: 


C, 55.89; 
C, 56.19; 


H, 6.45; 
H. 6.50; 


N, 6.31; 
N, 6.71; 


S, 14.45 
S, 13.96. 
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Example 31 

[4S-(4a,7a,9aP)>Octahydro-4-[[2-mercapt^ 
zepine-7-carboxylic acid 

5 

a) (R)-2-Amino-3-(4-thiazolyl)propanoic acid 

A solution of 4N hydrochloric acid in dioxane (10 ml) was added to a solution of (R)-2-[[(1,1-dimethyle- 
thoxy)carbonyl)amino]-3-(4-thiazolyi)propanoic acid (2.0 g, 7.3 mmo!) in dioxane (2 ml). The reaction mixture 
10 was stirred at room temperature for 3 hours, concentrated in vacuo and the residue was dissolved in water (3 
ml). The pH was adjusted to 6.5 with 1N sodium hydroxide and this solution was passed through 20 ml of Dow- 
ex® AG50(H + ). The column was eluted with water (250 ml) followed by 2% pyridine in water (300 ml). The prod- 
uct containing fractions were concentrated in vacuo to yield 0.94 g of title product. 

15 b) (R)-2-Bromo-3-(4-thiazolyl)propanoic acid 

A solution of the product from part (a) (0.516 g, 3 mmol) and potassium bromide (1.19 g, 10.1 mmol) in 
water (5.94 ml) and sulfuric acid (0.43 ml) was stirred at-1 0°C for 5 minutes followed by the portionwise addition 
of sodium nitrite (0.318 g, 4.61 mmol) over a 10 minute period. The reaction mixture was stirred an additional 
20 10 minutes at 0°C and at room temperature for one hour, and then extracted with ether (3 x 100 ml). The ether 
extracts were washed with brine (2 x 20 ml), dried (sodium sulfate), filtered, and concentrated in vacuo to yield 
0.37 g of title product; [a] D = +37.35° (c = 0.7, methanol). Asecond run was carried out starting with 2.67 mmol 
of the product from part (a) using the same procedure to yield an additional 0.35 g of title product 

25 c) (S)-2-(Acetylthio)-3-(4-thiazolyl)propanoic acid 

The product from part (b) (0.72 g, 3.05 mmol) and potassium thioacetate (0.35 g, 3.05 mmol) were stirred 
in acetonitrile (9 ml) overnight at room temperature and at 30°C for one hour. The reaction mixture was diluted 
with ethyl acetate (100 ml) and filtered. The filtrate was concentrated in vacuo. The residue was redissolved 
30 in ethyl acetate (100 ml), washed with water (2 x 50 ml) and brine (20 ml), dried (sodium sulfate), filtered and 
concentrated in vacuo to yield 0.52 g of title product; [a] D = -15.89° (c = 0.6, methanol). 

d) [4S-(4a,7a,9aP)]-Octahydro-4-[[2-(acetytthioH^ 

b] [1,3]thiazepine-7-carboxylic acid, methyl ester 

35 

[4S-(4a,7a,9ap)H-Amino-octahydro-5-oxo pyrro!o[2,1-b][1,3]thiazepine-7-carboxylic acid, methyi ester, 
p-toluenesulfonic acid salt [0.367 g, 0.882 mmol, prepared from the material described in Example 5(d)] was 
dissolved in methylene chloride (5 ml) 0°C, followed by the addition of triethyiamine (0.12 ml, 0.868 mmol). 
The product from part (c) (0.2 g, 0.865 mmol) was added to this solution followed by a second portion of trie- 

40 thylamine (0.12 ml, 0.865 mmol). Benzotriazol-1-yloxytris-(dimethylamino)phosphonium hexafluorophosphate 
(0.383 g, 0.865 mmol) was added and the reaction mixture was stirred at 0°C for one hour and a room tem- 
perature for 4 hours. The reaction mixture was concentrated in vacuo and the residue was dissolved in ethyl 
acetate (60 ml). The organic extract was washed with 5% aqueous potassium bisulfate (10 ml) and brine (2 x 
10 ml), dried (sodium sulfate), filtered and concentrated in vacuo. This crude material was chromatographed 

45 through 100 g of Merck silica gel using 0.2% methanol in ethyl acetate. The fractions enriched in the slower 
isomer were concentrated in vacuo to yield 0.134 g of title product. 

e) [4S-(4a,7a,9aP)l-Octahydro-4-[I2-mer(apto-1-oxo-3-(4-thiazolyl)propyl]amino1- 5-oxopyrrol 0(2,1 - 
b][1,3]thiazepine-7-carboxy1ic acid 

50 

The product from part (d) (0.135 g, 0.29 mmol) was dissolved in methanol (3 ml) and argon was bubbled 
into the solution for 30 minutes at 0°C. 1N Sodium hydroxide (1.32 ml) also purged with argon was added to 
the above solution and the reaction mixture was stirred at 0°C with argon bubbling through the solution for 
one hour and at room temperature for 2 hours. The reaction was quenched by the addition of 5% aqueous po- 
55 tassium bisulfate (20 ml) and the organics were extracted with ethyl acetate (3 x 50 ml). The ethyl acetate sol- 
ution was washed with brine, dried (sodium sulfate), filtered, and concentrated in vacuo. The concentrate was 
chromatographed through 40 g of Merck silica gel using chloroform containing 5% methanol and 0.5% acetic 
acid. The appropriate fractions were combined, concentrated and partitioned between 20 ml of ethyl acetate 
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and 5% aqueous potassium bisulfate. The ethyl acetate solution was washed with water and brine, dried (so- 
dium sulfate), and concentrated in vacuo. The residue was lyophilized from dioxane (4 ml) to yield 36 mg of 
title product as a 70:30 mixture of isomers; m.p. 95 - 115°C; [a] D = -191 .7° (c = 0.06, chloroform). TLC (chloro- 
form:methanol:acetic acid, 8:2:0.2) R f = 0.59. HPLC: = 3.06 min; YMC S-3 ODS (C-18) 6.0 x 150 mm, 3\i 
end capped column, isocratic 60% aqueous methanol containing 0.2% phosphoric acid, 25 min, 1.5 ml/min. 
(95.4%). 





Anal, calc'd for 0^,9^0483.0.2 C 4 H 8 0 2 • 0.9 H 2 0: 


10 


Found: 


C.43.59; 
C.43.54; 


H.5.19; 
H,4,89; 


N, 9.65; 
N, 9.44; 


S, 22.09 
S, 21.90. 



Example 32 

15 



1000 tablets each containing the following ingredients: 


[4S-[4a(R*),7a,1Oa0]]-Octahydro^-[(2-mera^ 
t2,1-b][1,3]thiazepine-7-carboxylic acid 


100 mg. 


Cornstarch 


100 mg. 


Gelatin 


20 mg. 


Avicel(microcrystalline cellulose) 


50 mg. 


Magnesium stearate 


5mg. 




275 mg. 



30 are prepared from sufficient bulk quantities by mixing the product of Example 3 and cornstarch with an aqueous 
solution of the gelatin. The mixture is dried and ground to a fine powder. The Avicel and then the magnesium 
stearate are admixed with granulation. The mixture is then compressed in a tablet press to form 1000 tablets 
each containing 100 mg. of active ingredient 

In a similar manner, tablets containing 200 mg. of the product of Examples 1 2, 4 to 23, 25, and 28 to 31 

35 can be prepared. 

Similar procedures can be employed to form tablets or capsules containing from 10 mg. to 500 mg. of active 
ingredient. 



40 Claims 



1 . A compound of the formula 



45 



A- 





,N JCH 2 )m 




50 



H 



COOR3 



or such a compound in pharmaceutically acceptable salt form, wherein: 
A is 
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O 
II 



R 2 S— (CH 2 ryC^-C- 
Ri2 R : 



R7OOC — (CH 2 ) q — C— C — ' R700C ~ CH — 
R 12 Ri I 



or 




X is O or S-(OX; 

R, and R 12 are independently selected from the group consisting of hydrogen, alkyl, alkenyl, cy- 
cloalkyl, substituted alkyl, substituted alkenyl, aryl, substituted aryl, heteroaryl, cycloalkyl alkyl en e-, aryl- 
alkylene-, substituted aryl-alkylene-, and heteroaryl-alkylene- or and R 12 taken together with the car- 
bon to which they are attached complete a cycloalkyl ring or a benzof used cycloalkyl ring; 

R 2 is hydrogen, 

O 

D 

R 6 C — t 

or R ir S- ; 

R 3 , R5 and R 7 are independently selected from the group consisting of hydrogen, alkyl, substituted 
alkyl, aryl-(CH 2 ) p -, substituted aryl-(CH 2 ) p -, heteroaryl-lCH^p- , 




R4 is alkyl, cycloalkyl-(CH 2 )p-, substituted alkyl, aryl-tCHJp-, substituted aryl-fCHJp-, or heteroar- 
yi-tCHJp-; 

Re is alkyl, substituted alkyl, cycloalkyl-{CH 2 )p-, aryHCHJp-, substituted aryl-fCHJp-, or heteroar- 
yl-tCHJp-; 

Re is hydrogen, lower alkyl, cycloalkyl, or phenyl; 
R 9 is hydrogen, lower alkyl, lower alkoxy, or phenyl; 
R 10 is lower alkyl or aryl-(CH 2 ) p -; 

R 1t is hydrogen, alkyl, substituted alkyl, cydoalkyHCH^p-, aryl-(CH 2 ) p -, substituted aryHCHJp-, 
heteroaryHCHJp-, or -S-Rn completes a symmetrical disulfide wherein R n is 
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(CH2)ny Y 

/v N V CH2)B 

H 0 COOR 3 
m is zero or one; 

Y is CH 2 , S-(0) t or O provided that Y is S-(OX or O only when m is one; 
n is one or two; 

p is zero or an integer from 1 to 6; 
q is zero or an integer from 1 to 3; 
r is zero or one; and 
t is zero, one, or two. 

A compound of Claim 1 having the formula 



wherein: 
A is 




R 12 R\ 



R 2 is hydrogen, 



0 




or R t1 -S-; 

R 3 is hydrogen or lower alkyl of 1 to 4 carbons; 
r is zero or one; 

R n is lower alkyl or 1 to 4 carbons; 

R, is aryl-CHz-. substituted aryt-CH 2 -, heteroaryl-CH r , cycloaIky1-CH 2 - wherein cycloalkyl is of 3 
to 7 carbons, or straight or branched chain alkyl of 1 to 7 carbons and R 12 is hydrogen; or R, and R 12 taken 
together with the carbon to which they are attached complete a cycloaikyl ring of 5 to 7 carbons; 

Re is lower alkyl of 1 to 4 carbons or phenyl; 

n is one or two; 

mis zero or one; 

X is O or S; and 

Y is CH 2 , O, or S provided that Y is O or S only when m is one. 

A compound of Claim 2 wherein: 
R 2 is hydrogen or 



O 
li 

-(CH 2 )^C-C — 



<12 



Ri 
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0 

n 

H 3 C C — 



R 3 is hydrogen; 
r is zero or one; 

R, is benzyl, cyclo propyl methyl, or straight or branched chain alkyl of 3 to 5 carbons; 
R 12 is hydrogen; 
n is one or two; 
m is zero or one; 
X is O or S; and 

Y is CH 2 , O, or S provided that Y is 0 or S only when m is one. 

A compound of Claim 3 wherein: 
X is S; 

Y is CH 2 ; 
n is two; 
m is one; 

r is zero or one; 

R 2 is hydrogen; 

Rt is benzyl or isobutyl; and 

R 12 is hydrogen; or 

Xis S; 

Y is CH 2 ; 
n is one; 
m is one; 
r is zero; 

R 2 is hydrogen; 

is benzyl; and 
R 12 is hydrogen; or 
X is S; 

Y is CH 2 ; 
n is two; 
m is zero; 
r is zero; 

R 2 is hydrogen; 

R, is benzyl, cyclopropyimethyl, n-butyl, isobutyl, n-propyl, or -CH 2 C(CH 3 ) 3 ; and 
R 12 is hydrogen; or 
Xis O; 

Y is CH 2 ; 
n is two; 
m is one; 
r is zero; 

R 2 is hydrogen; 
Ri is benzyl; and 
R 12 is hydrogen; 
Xis O; 

Y is CH 2 ; 
n is two; 
m is zero; 
r is zero; 

R 2 is hydrogen; 
R, is benzyl; and 
R, 2 is hydrogen; 
X is O; 
Yis O; 
n is two; 
m is one; 
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r is zero; 

R 2 is hydrogen; 

R, is benzyl; and 

R 12 is hydrogen; 

Xis S; 

Yis O; 

n is two; 

m is one; 

r is zero; 

R 2 is hydrogen; 

R, is benzyl; and 

R 12 is hydrogen. 

The compound of Claim 4: 
[4S-[4a(R*)Ja f 10ap]]-octahydro-4^^ 
b][1 ,3]thiazepine- 7-carboxylic acid; 

[4S-[4a(R*),7a,10ap]]-octahydro-4-[ (2-mercapto-1-oxo-3-phenylpropyl]amino]-5-oxo-7H-pyrido[2,1- 
b][1,3]thiazepine-7-carboxylic acid,1,1-dimethylethylamine salt; 

[4S-[4a(S*)Ja,10ap]]-octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl]amino]-5-oxo-7H-pyrido[2,1- 

b][1 ,3]thiazepine- 7-carboxylic acid; 

[4S-[4a(R*)JaJ0ap]^octahydrc-4-[[2-(mercaptom 

do[2,1-b][1,3]thiazepine-7-carboxyiic acid; 

[4S-[4a(R*)Ja,10ap]]-octahydro-4-methyi-1^^ 

7-carboxylic acid; 

[3R-[3a(s*),6a,9ap]]-hexahydro-3-[(2-m^ 
b][1 ? 3]thiazine-6-carboxytic acid; 

[4S-[4a(R*)7a,9apI]-CK:tahydro-4-[(2-mercapto-1-oxc-3-phenylpropyl)aminoJ-5-oxopyrro 
zepine-7-carboxylic acid; 

[4S-[4a(R*)Ja,9ap]]-octahydro-4-[(3-cyclopropyl-2-mercapto-1-oxopropyl)aminol-5-oxopyrrolo[2 f 1- 
b][1 ,3]thiazepine-7-carboxylic acid; 
[4S-[4a(R*) p 7a,9apfl-octahydro-4-[(2-m^ 
carboxylic acid; 

[4S-[4a(R*)Ja,9ap]]-octahydro-4-[(2-mercapto^^ 
zepine-7-carboxylic acid; 
[4S-[4a(R*)Ja,9ap]]-octahydro-4-[(2-mer^ 
7-carboxylic acid; 

[4S-[4a(R*)Ja,9api|-octehydro-4-[(2-mer^ 
zepine-7-carboxylic acid; 

[4S-[4a(R*),7a,10ap]]-octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2,1- 
b][1,3]oxazepine-7-carboxylic acid; 

[4S-[4a(R*)Ja,9apI]-c<:tahydro-4-[(2«mercapto-1-oxo-3-phenylpropyl)amino]-5-oxopyrrolo[2,1-b][1 f 

3]oxazepine-7-carboxylic acid; 

[4S-[4a(R*)Ja,10ap)]-octahydro,4-[(2-mercap^ 

3]oxazepine-7-carboxylic acid; or 

[4S-[4a(R*)JaJ0ap]]-octahydro-4-[(2-mera 

3]thiazepine- 7-carboxylic acid. 

The compound of the formula 
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H 



or such a compound in pharmaceutical^ acceptable salt form. 

A pharmaceutical composition for use in the treatment of cardiovascular disease such as hypertension 
and congestive heart failure comprising a pharmaceutical^ acceptable carrier and one or more com- 
pounds of the formula 



or such a compound in pharmaceutical^ acceptable salt form, wherein A, X, Y f n, m and R 3 are as defined 
in Claim 1. 

A compound of the formula 



or such a compound in salt form wherein: 
XisOorS; 
n is one or two; 
m is zero or one; 

Y is CH 2 , O f or S provided that Y is O or S only when m is one; 
R 3 is hydrogen, lower alkyl, or aryl-(CH2) p -; and 
p is zero or an integer from 1 to 6. 

A process for preparing the compounds of the formula 





COOR 3 
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which comprises: 
a) when A is 



O 

n 

HS— (CH 2 ) r -C~C 

R 12 R 2 



10 and R 3 is hydrogen, coupling the acylmercapto sidechain of the formula 



O o 

ii ii 

ftT-C — S (CH 2 ) r — c — c —oh 



or an activated form thereof with the amine of the formula 



20 



25 




in the presence of a coupling reagent wherein X, Y, m, n, Re, r, R^and R 12 are as defined in Claim 1 
and R 3 is hydrogen or an acid protecting group followed by removal of the acyl group 

30 

o 
n 

R 6 — C — 



35 and the R 3 acid protecting group; 

b) when A is 



40 



O 

ii 

R 7 OOC — (CH 2 ) q -^C^~ C- 
R 12 Ri 



coupling the carboxylic acid of the formula 

45 



R7OOC (CH 2 ) g — C"" C - OH 
SO / \ 

Rl2 R x 



or an activated form thereof with the amine of the formula 
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in the presence of a coupling reagent wherein X, Y, m, n, R, and R 12 are as defined in Claim 1, and R3 
and R 7 are acid protecting groups; 
c) when A is 



R7OOC — CH — 
I 

and R 3 is hydrogen, reacting the keto acid or ester of the formula 



O O 
H U 
R7O-C-C— Ri 



under reducing conditions or the trif late of the formula 



0 OSO5CF3 

ii 

R 7 0 — C CH K x 



with the amine of the formula 



(CH 2 ) n ^ 



^iCH 2 )m 

H 2 N ^ 

CCXDR 3 



wherein X, Y, m, n, R 7 and are as defined in Claim 1 and R 3 is an acid protecting group followed by 
removal of the R 3 acid protecting group; and 
d) when A is 

0 
II 

R 4 — P — 
I 

OH 

and R 3 is hydrogen, coupling a phosphonochloridate of the formula 

O 
U 

P-Cl 
OR 5 
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with the amine of the formula 



10 



15 



<CH 2 ) 




1 T T 



H 2 N 

COOR 3 



wherein X, Y, m, n, and R4 are as defined in Claim 1 and R 3 and R 5 are acid protecting groups followed 
by removal of the R 3 and R$ acid protecting groups. 

10. A process for preparing the compounds of the formula 



iCH 2 )m 

20 H 2 N 

0 COOR3 

wherein: 
25 X is 0 or S; 

n is one or two; 
m is zero or one; 

Y is CH 2f O or S provided that Y is O or S only when m is one; and 
R 3 is an acid protecting group; 
30 which comprises: 

a) coupling an amino acid of the formula 

r* 

35 (CH 2 ) n 

T 

Pi N — CH COOH 

40 with the amino acid ester of the formula 



HC-(0-alkyl) 2 

45 CH 2 

I 

Y 



50 (CH2)n, 

H 2 N CH — COOR3 



55 to give the dipeptide 
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HC-*-0-alkyl) 2 

i 

CH 2 
I 

X-P 2 Y 
I I 

<CH2>n (CH 2 ) m 

Pi N — CH C — N CH COOR 3 

O H 

wherein: 

P, is an amino protecting group or a group which together with the N-atom forms a protecting 
group; and 

P 2 is a hydroxy or mercapto protecting group; 

b) selectively removing the P 2 protecting group from the product of part (a); 

c) cydizing the product of part (b) to give 




and 

d) removing the P, protecting group of the product of part (c) to give the desired product. 

A process of Claim 10 wherein: 
Xis S; 

n is one or two; 
Y is CH 2 ; 
m is zero or one; 
which comprises: 
a) coupling an amino acid of the formula 



?-** 

(CH 2 )„ 

! 

Pi N — CH COOH 



with the amino acid ester of the formula 
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HCMo-alkyl) 2 
(CH 2 ) 2 

(CH 2 ), 

I 

H 2 N CH— COOR 3 



to give the dipeptide of the formula 



HC f 0-alkyl) 2 

1 

0-P 2 (CH 2 ) 2 
(CH 2 ) n (CH 2 ) B 

Pi N — CHi — C N CH COOR3 

O H 

wherein: 

P n is an amino protecting group or a group which together with the N-atom forms a protecting 
group; and 

P 2 is a hydroxy protecting group; 

b) selectively removing the P 2 protecting group from the product of part (a) to give the corresponding 
hydroxy compound; 

c) converting the hydroxy product from part (b) to the mercaptan of the formula 

HC -t-0-alkyl) 2 



SH (CH 2 ) 2 
( ™2>n (CH 2 ) m 

Pi N CHj — C — N CH COOH 

O H 



d) cyclizing the mercaptan product of part (c) to give 




COOR3 
and 

e) removing the P, protecting group from the product of part (d) to give the desired product. 
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12. A process of Claim 10 wherein: 
XisS; 
n is two; 
Y is S or O; and 
m is one; 
which comprises; 

a) coupling an amino acid of the formula 




<CH 2 ) 2 



P i N — CH COOH 

with the amino acid ester of the formula 

HC-(0-alkyl)2 
H 2 C 

I 

Y 




H 2 N CH — COOR 3 

to give the dipeptide of the formula 



HC-t 0-alkyl) 2 



CH 2 

Y 
I 



(CH 2 ) n CH 2 

f f 

Pi N — CH C — N CH COOR3 

O H 

wherein: 

P A is an amino protecting group or a group which together with the N-atom forms a protecting 
group; and 

P 2 is a hydroxy protecting group; 

b) selectively removing the P 2 protecting group from the product of part (a) to give the corresponding 
hydroxy compound; 

c) converting the hydroxy product from part (b) to the mercaptan of the formula 
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HC-t 0-alkyl) 2 



5 CH 2 

SH I 

t V 

<CH 2 ) n CH 2 

10 ? f 

Pi N — CH C — N CH COOR 3 

0 H 

15 d) cyclizing the mercaptan product of part (c) to give 



^ S 



20 



II I 



25 



0 COOR3 . 

and 

e) removing the P, protecting group from the product of part (d) to give the desired product. 
13. A process for preparing the compounds of the formula 

30 

(?H 2 ) n 



35 



0 C00R3 



wherein: 
40 X is O or S; 

n is one or two; 
m is zero or one; and 
R 3 is an acid protecting group; 
which comprises: 
45 a) coupling an amino acid of the formula 



50 



(CH 2 ) n 

! 

Pi N — CH COOH 

with the hydroxy amino acid ester of the formula 



55 
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10 



15 



20 



30 



40 



45 



50 



55 



CH 2 -OH 
(CH 2 ) 2 

(CH 2 ) n 

I 

H 2 N CH— COOR 3 



to give the dipeptide of the formula 



CH2-OH 

X-P 2 (CH 2 ) 2 

1 I 

( CH2 } n (CH 2 ) B 

Pi N— CH C N CH COOR3 

O H 

wherein: 

25 P 1 is an amino protecting group or a group which together with the N-atom forms a protecting 

group; and 

P 2 is a hydroxy or mercapto protecting group; 
b) oxidizing the hydroxy product of part (a) to the aldehyde of the formula 



HC=0 



X-P 2 (CH 2 ) 2 

1 I 

35 (CH 2 )n (CH 2 ) m 

Pi N — CH C— N CH COOR3 

0 H 



c) selectively removing the P 2 protecting group from the aldehyde product of part (b); 

d) cyclizing the product of part (c) to give 



(fH 2 ) ) i v Y x ^ N ] 

Pl-N^Js^ (CH 2 ) m 



Y 



i 

O COOR3 



and 

e) removing the P, protecting group of the product of part (d) to give the desired product. 
14. A process for preparing the compound of the formula 
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S— C— R 6 

(CH 2 ) 2 
T 

Pi N — CH-COOH 

wherein P, is a nitrogen protecting group and Re is as defined in Claim 1 which comprises 

a) reacting L-methionine to introduce the P, protecting group; 

b) esterifying the product from part (a) for example, by treatment with an alcohol, alkyl-OH, in the pres- 
ence of an acid catalyst to give 



S CH 3 

(CH- ) 2 

T 

Pi — N— CH- COOalky 1 



c) reacting the ester product of part (b) with an oxidixing agent such as N-chlorosuccinimide in an aqu- 
eous solvent to give 



S CH 3 

I 

(CH 2 >2 

T 

Pi — N—CH- COOalky 1; 

d) treating the sulfoxide product of part (c) with an acid anhydride of the formula 

O O 

II II 
R 6 — C — O — C— R 6 

to give 

0 

II 

S CH 2 — O— C — R 6 

(CH 2 ) 2 

T 

P x N — CH- COOalkyl 

and 

e) treating the product of part (d) with an alkali metal hydroxide followed by removal of formaldehyde, 
and treatment with an acid anhydride or acid halide to give the desired product. 

A process for preparing the compound of the formula 
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CH 2 -OH 
I 

(CH 2 ) 2 
(CH 2 )„ 

T 

H 2 N CH— COOR3 

wherein m is zero or one and R3 is zero or one and R3 is an easily removable ester protecting group which 
comprises: 

a) reacting a solution of diethylacetamido malonate with a base such as sodium hydride followed by 
reaction with a haloalkyl acetate of the formula 



O 

halo (CHjtsr- (CH2-h-CH 2 O C— CH 3 

wherein halo is Br, I, or CI to give 

1 

H 2 C-0-C-CH 3 
(CH 2 ) 2 

II I 
H 3 C— C— NH- C— COOC 2 H 5 

COOC 2 H 5 

b) treating the product of part (a) with sodium hydroxide and heat and then acid and heat to give 

H 2 C-OH 

1 

(CH 2 ) 2 



0 ( F H2) » 

II I 

H 3 C C — NH-CH-COOH 



c) treating the product of part (b) with a hydrolyzing enzyme such as porcine kidney acylase to give 

H 2 C-OH 

I 

(CH 2 ) 2 



(CH,)* 
H 2 N — CH-COOH 



and 
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20 



25 



35 



40 



45 



d) treating the product of part (c) to introduce the R 3 group and give the desired product 
16. A process for preparing the compound of the formula 

HC-(o-alkyl) 2 
(?H 2 ) a 



10 (CH 2 ) B 

H 2 N CH— COOR 3 

15 wherein m is zero or one and R3 is an acid protecting group which comprises: 

a) reacting the aldehyde of the formula 



(|H 2 ) 2 
<CH 2 ) m 
P 3 — N— CH— COOR3 



wherein P 3 is an N-protecting group or a group which together with N-atom forms a protecting group 
with the orthoformate of the formula 
so HC 40-alkyl) 3 

in the presence of an acid catalyst and the alcohol of the formula 

alkyl-OH 



to give 



H(J— eo-alkyl) 2 
(JH 2 ) 2 
(CH 2 ) B 
P 3 — N — CH— COOR: 



and 

b) selective removal of the P 3 protecting group from the product of part (a) to give the desired final prod- 
uct. 

50 17. A compound of any one of claims 1-6 for use as an active pharmaceutical substance. 

18. Use of a compound of any one of claims 1-6 for the manufacture of a medicament for treatment of car- 
diovascular disease. 

55 
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Description 



[0001] This invention is directed to novel compounds containing a fused bicyclic ring which are useful as angiotensin 
converting enzyme inhibitors. Some of these compounds also possess neutral endopeptidase inhibitory activity. This 
invention is also directed to pharmaceutical compositions containing such selective or dual action inhibitors and the 
method of using such compositions. This invention is also directed to the process for preparing such novel compounds, 
novel intermediates, and processes for preparing such intermediates. 

[0002] The novel fused bicyclic inhibitors of this invention include those compounds of the formula 



10 

(I) 




25 



30 



35 



40 



50 



55 



and pharmaceutical^ acceptable salts thereof wherein: 
A is 



ft 



R;— S— (CH.fyC — C- 
R12 Ri 



i 



R 7 OOC— (CH 2 ) q — C^— C 
Ri 2 Ri 



X is O or S-(0) t ; 

Ri and R 12 are independently selected from hydrogen, alkyl, alkenyl, cycloalkyl, substituted alkyl, substituted alke- 
nyl, aryl, substituted aryl, heteroaryl, cycloalkyl-alkylene-, aryl-alkylene-, substituted aryl-alkylene-, and heteroaryl- 
alkylene- or R 1 and R 12 taken together with the carbon to which they are attached complete a cycloalkyl ring or a 
45 benzofused cycloalkyl ring; 

R 2 is hydrogen, or 



O 

. 0 

R 6 — C — ; 

R 3 , and R 7 are independently selected from hydrogen, alkyl, substituted alkyl, aryl-(CH 2 ) substituted ar- 
yl-(CH 2 ) p -; 

Re is alkyl, substituted alkyl, cycloalkyl-(CH 2 ) p -, aryl-(CH 2 ) p -, substituted aryl-(CH 2 ) p - t or heteroaryl-(CH 2 ) p -; 
m is zero or one; 

Y is CH 2 , S-(0)| or O provided that Y is S-(0) t or O only when m is one; 
n is one or two; 



3 
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p is zero or an integer from 1 to 6; 
q is zero or an integer from 1 to 3; 
r is zero or one; and 
t is zero, one, or two. 



[0003] The term "alkyl" refers to straight or branched chain radicals having up to seven carbon atoms. 
[0004] The term "substituted alkyl" refers to such straight or branched chain radicals of 1 to 7 carbons wherein one 
or more, preferably one, two, orthree, hydrogens have been replaced by a hydroxy, amino, cyano. halo, trrf luorom ethyl, 
-NH(C 1 . 4 alkyl), -NfC^ alkyl) 2 , alkoxy, alkylthio, or carboxy. 

[0005] The term "cycloalkyl" refers to saturated rings of 3 to 7 carbon atoms with cyclopropyl, cyclobutyl, cyclopentyl, 
and cyclohexyl being most preferred. 

[0006] The term "alkenyl" refers to straight or branched chain radicals of 3 to 7 carbon atoms having one or two 
double bonds. Preferred "alkenyl" groups are straight chain radicals of 3 to 5 carbons having one double bond. 
[0007] The term "substituted alkenyl" refers to such straight or branched radicals of 3 to 7 carbons having one or 
two double bonds wherein a hydrogen has been replaced by a hydroxy, amino, halo, trifluoromethyl, cyano, -NhlfC^ 
alkyl), -N (C V4 alkyl) 2 , alkoxy, alkylthio, or carboxy. 

[0008] The term "alkylene" refers to straight or branched chain radicals having up to seven carbon atoms, i.e. -CH 2 - t 
-(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 4 -, 



— CH^~CH- 
CH 3 



i 



etc. 

[0009] The term "aryl" refers to phenyl, 1-naphthyl, and 2-naphthyl. The term "substituted aryl" refers to phenyl, 
1-naphthyl, and 2-naphthyl having a substituent selected from C^alkyl, C 1 . 4 alkoxy, C V4 alkylthio, halo, hydroxy, trif- 
luoromethyl, amino, -NH(C 1 . 4 alkyl), or -N(C.,_ 4 alkyl) 2 , and di- and tri-substituted phenyl, 1-naphthyl, or 2-naphthyl 
wherein said substituents are selected from methyl, methoxy, methylthio, halo, hydroxy, and amino. 
[0010] The term "heteroaryr refers to unsaturated rings of 5 or 6 atoms containing one or two O and S atoms and/ 
or one to four N atoms provided that the total number of hetero atoms in the ring is 4 or less. The heteroaryl ring is 
attached by way of an available carbon or nitrogen atom. Preferred heteroaryl groups include 2-, 3-, or 4-pyridyl, 4-im- 
idazolyl, 4-thiazolyl, 2- and 3-thienyl, and 2- and 3-furyl. The term heteroaryl also includes bicyclic rings wherein the 
five or six membered ring containing O, S, and N atoms as defined above is fused to a benzene or pyridyl ring. Preferred 
bicyclic rings are 2- and 3-indolyl and 4- and 5-quinolinyl. The mono or bicyclic heteroaryl ring can also be additional^ 
substituted at an available carbon atom by a alkyl, halo, hydroxy, benzyl, or cyclohexylmetnyl. Also, if the mono 
or bicyclic ring has an available N-atom such N atom can also be substituted by an N-protecting group such as 



CH 2 -O — CH 2 — . — S o 2 — ^^-CH 2 



2,4-dinitrophenyl, C w alkyl, benzyl, or benzhydryl. 
[0011] The compounds of formula I wherein 
A is 



O O 

II II 
R?-C— S (CH 2 ) r — C— C — , 

R 12 R x 



X is O or S, and Y is CH 2 , O, or S can be prepared by coupling the acylmercapto containing sidechain of the formula 
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(II) 



{? 0 
II II 
R^-C — S (CH 2 ) r — — C - OH 

R l2 Ri 



with a fused bicyclic ring compound of the formula 

w 

(III) 



15 



»/VY CHi '* 



20 0 COOR 3 



to give the product of the formula 

25 



(IV) 



30 || H (CH 2 ) n 




35 



R 6 -C-S-(CH 2 )^C— HfcJs^N^JCHaln 

0 COOR3 



wherein R 3 is hydrogen, or an acid protecting group such as methyl, ethyl, t-butyl, or benzyl. The above reaction can 
be performed in an organic solvent such as methylene chloride and in the presence of a coupling reagent such as 
1-ethyl-3-(3-dimethylaminopropyl)carbodiimide, dicylcohexylcarbodiimide, benzotriazol-1 -yloxytris(dimethylamino) 
to phosphonium hexafiuorophosphate, or carbonyldiimidazole. Alternatively, the acylmercapto carboxylic acid of formula 
II can be converted to an activated form prior to coupling such as an acid chloride, mixed anhydride, symmetrical 
anhydride, activated ester, etc. 

[0012] The product of formula IV can be converted to the mercaptan product of formula I wherein R 2 is hydrogen 
and R 3 is hydrogen by methods known in the art. For example, when R 6 is methyl and R 3 is methyl or ethyl treatment 
45 with methanolic sodium hydroxide followed by aqueous acid yields the products wherein R2 and R 3 are hydrogen. 
[0013] The products of formula I wherein R 2 is hydrogen can be acylated with an acyl halide of the formula 

(V) 

o 

R*— C— halo 



wherein halo is F, CI or Br or acylated with an anhydride of the formula 



55 
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(VI) 



O 



o 



II 

O C 3 



to give other products of formula I wherein R2 is 



0 
I 



[0014] The symmetrical disulfide products of formula I can be prepared by direct oxidation of the product of formula 
I wherein R 2 is hydrogen with iodine according to known procedures, see, for example, Ondetti et al. U.S. Patent 
4,105,776. 

[001 5] The acylmercapto sidechain compounds of formula II wherein R 12 is hydrogen are described in the literature. 
See, for example, Ondetti et al. U.S . Patents 4, 1 05,776 and 4,339,600, Haslanger et al. U .S . Patent 4,801 ,609, Delaney 
et al. U.S. Patent 4,722,81 0, etc. 

[0016] The acylmercapto sidechain compounds of formula II wherein R 1 and R 12 are both other than hydrogen and 
r is zero can be prepared by reacting the substituted carboxylic acid of the formula 



with bis[[(4-methoxy)phenyl]methyldisulfide in the presence of lithium diisopropylamide to give the compound of the 
formula 



Treatment of the compound of formula IX with strong acid such as trifluoromethanesulfonic acid removes the meth- 
oxybenzyl protecting group and is followed by acylation with the acyl halide of formula V or anhydride of formula VI to 
give the compound of formula li wherein R 1 and R 12 are both other than hydrogen and r is zero. 
[0017] Alternatively, the substituted carboxylic acid of formula VIII can be reacted with lithium diisopropyl amide and 
sulfur to give the mercaptan of the formula 



(VIII) 




HC-C-OH 



1 



(IX) 
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(X) 

o 

tl 

HS — C OH 

io The mercaptan of formula X can then be acylated with the acyl halide of formula V or the anhydride of formula VI to 
give the compound of formula II wherein R 1 and R 12 are both other than hydrogen and r is zero. 
[0018] The acylmercapto sidechain compounds of formula II wherein R 1 and R 12 are both other than hydrogen and 
r is one can be prepared by reacting the substituted carboxylic acid of the formula 

15 

(XI) 

O 
II 

HO- CH 2 — ^C— C OH 

20 R12 *1 

with para-toluenesulfonyl chloride in pyridine to give the lactam of the formula 

(XII) 

0 

30 

Rl2 



35 Treatment of the lactam of formula XII with a cesium thioacid of the formula 

(XIII) 

O 

II 

Cs S—C— R 6 

in the presence of dimethylformamide yields the desired acylmercapto sidechain of formula I! wherein R«, and R 12 are 
45 both other than hydrogen and r is one. 

[0019] The compounds of formula I wherein A is 



25 




50 



R 7 OOC — (CH 2 ) q — C~ C 



II 

•C 

R12 R x 



55 

X is O or S, and Y is CH 2 , O, or S can be prepared by coupling the acid of the formula 
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(xrv) 

o 

II 

R 7 OOC — (CH 2 ) q — C ^ C - OH 
R12 R x 



wherein R 7 is an acid protecting group with the fused bicyclic ring compound of formula III in the presence of a coupling 
reagent as defined above to give the product of the formula 



(XV) 




Alternatively, the acid of formula XIV can be converted to an activated form such as an acid chloride prior to the coupling 
reaction. 

[0020] The acids of formula XIV are described by Warshawsky et al. in European Patent Application 534,396 and 
534,492. 

[0021] The products of formula I wherein either X or Y or both are S-(0) t and t is one or two can be prepared by 
oxidation of the compounds of formulas IV, XV, XVII, or XX with a known oxidizing reagent such as meta chloroper- 
benzoic acid, peracetic acid, monoperoxyphthalic acid, magnesium salt hexahydrate, etc. By controlling the amount 
of oxidizing reagent and the time of the reaction, the products are obtained wherein t is one or two. 
[0022] The fused bicyclic ring compounds of formula III can be prepared according to the following processes which 
also form part of this invention. For example, when Y is CH 2 an N-protected amino acid of the formula 



(XXII) 



(CH 2 )„ 

! 

•N — CH COOH 



can be coupled with the amino acid ester of the formula 



8 
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(XXIII) 

HC-t-0-alkyl) 2 
I 

(CH,) 2 
(CH 2 )„ 

! 

H 2 N CH COORj 



to give the dipeptide of the formula 

15 

(XXIV) 



20 



HC -eo-alkyl) 2 

i 



X— P 2 <CH 2 ) 2 



(CH 2 ) n (CH 2 )» 

T f 

P 2 N — CH — C — j! CH COOR 3 

O H 

30 

wherein is an amino protecting group such as benzyloxycarbonyl or t-butyloxycarbonyl or a group which together 
with the N-atom forms a protecting group such as phthalimido, P 2 is a hydroxy or mercapto protecting group, and R 3 
is an easily removable ester protecting group. Preferred P 2 protecting groups when X is S are acyl groups such as 
acetyl or benzoyl, especially acetyl. Preferred P 2 protecting groups when X is O are acyl groups, tetrahydropyrans, 

35 hindered silyl groups and trityls, especially triphenylmethyl and 1 ,1-dimethylethyldimethylsilyl. This coupling reaction 
is preferably performed in the presence of a coupling reagent such as benzotriazol-t-yloxytris-(dimethylamino)phos- 
phonium hexafluorophosphate, ethyl-3-(3-dimethylamino)propyl carbodiimide, or methanesulfonyloxybenzotriazole. 
[0023] The P 2 protecting group can be selectively removed from the intermediate of formula XXIV such as by treat- 
ment with sodium methoxide in methanol when P 2 is acetyl or benzoyl or treatment with an acid such as p-toluenesul- 

40 fonic acid in methanol when P 2 is acetyl, benzoyl, trityl, tetrahydropyranyl, or 1,1-dimethylethyldimethylsilyl. The re- 
sulting product is then subjected to an acid catalyzed cyclization reaction preferably by treating with a strong acid such 
as trifluoroacetic acid, para-toluenesulfonic acid or a commercially available polystyrene sulfonate polymer type ion 
exchange resin such as Amberlyst 15®. This cyclization reaction can be performed in a non-protic solvent such as 
methylene chloride or chloroform to give the intermediate of the formula 



45 



50 



(XXV) 



(oT,^ — ( f 2)2 



55 O COOR3 

[0024] The compounds of formula XXIV after removal of the P 2 protecting group and prior to cyclization wherein X 
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is O can be converted to the corresponding compounds wherein X is S. This can be done by various methods. For 
example, the compound of formula XXIV after removal of the P 2 group can be treated with triphenylphosphine, diiso- 
propyl azodicarboxylate and thioacetic acid. The resulting thioacetate is then treated with sodium methoxide in meth- 
anol to give the corresponding mercaptan which can then be cyclized as described above. 
5 [0025] In another method, the compound of formula XXIV after removal of the P 2 group is treated by known methods 
to give the compound of the formula 



(XXVI) 

w 

HC -f-0-aDcyl) 2 



L <CH 2 ) 2 
I I 

Pi N — CH — C— jj CH COOR 3 

20 OH 



wherein L is a leaving group such as methanesulfonyloxy, para-toluenesulfonyloxy.iodo, or bromo. For example, treat- 
ment of the compound of formula XXIV after removal of the P 2 protecting group with methanesulfonyl chloride gives 
25 the compound of formula XXVI wherein L is methanesulfonyloxy. 

[0026] The compound of formula XXVI is then treated with cesium thioacetate to give the correspopnding thioacetate. 
Treatment with sodium methoxide in methanol gives the corresponding mercaptan which can then be cyclized as 
described above. 

[0027] Alternatively, the compound of formula XXIV wherein X is O can be converted directly to the intermediate of 
30 formula XXV by treatment with a strong acid such as trifluoroacetic acid, para-toluenesulfonic acid, or a commercially 
available polystyrene sulfonate polymer type ion exchange resin such as Ambertyst 15® in a suitable solvent such as 
methylene chloride or chloroform. 

[0028] The N-protecting group is then removed from the compound of formula XXV, for example, by treatment with 
hydrazine monohydrate when P 1 together with N atom forms a phthalimido group or by treatment with iodotrimethyl- 
35 silane or palladium on carbon and ammonium formate or hydrogen when P 1 is benzyloxycarbonyl or by treatment with 
hydrochloric acid in dioxane or other strong acid when is t-butoxycarbonyl to give the fused bicyclic ring compound 
of formula ML 

[0029] In still another method when Y is CH 2 , the N-protected amino acid of formula XXII can be coupled with the 
hydroxy amino acid ester of the formula 

40 

CH 2 -OH 
I 

(CH 2 ) 2 

<CH 2 ) m 
T 

H 2 N — CH— COOR3 
50 to give the dipeptide of the formula 



(XXVII) 

45 



55 
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(XXVIII) 

CH 2 -OH 
I 

X~P 2 (CH 2 ) 2 

(CH 2 ) n ( C H 2 ) m 
▼ ▼ 

Pi — N — CH — C — N CH COOR 3 

II I 

O H 



wherein and P 2 are as defined above. This coupling reaction is preferably performed in the presence of a coupling 
reagent such as methanesulfonyloxybenzotriazole or ethyl-3-(dimethylamino)propyl carbodiimide. 
[0030] Hydroxy compound XXVIII is then oxidized to the aldehyde of the formula 



(XXIX) 

HC=0 
I 

X-P2 (CH 2 ) 2 
<CH 2 ) n (CH 2 )» 

T ▼ 

Pi— N— CH — C~ N CH COOR3 

O H 



by treating with oxalyl chloride/dimethylsulfoxide followed by a tertiary amine in a non-protic solvent such as methylene 
chloride. The aldehyde of formula XXIX is then treated as described above to remove the P2 protecting group and 
then subjected to an acid catalyzed cyclization reaction as described above to give the intermediate of formula XXV 
[0031 ] The starting material of formula XXIII wherein m is one can be prepared by selective protection of the N-atom 
of L-e-hydroxynorleucine to give 



(XXX) 



/ CH2 \)H 



,CH 2 

P 3 N — CH COOH 



wherein P 3 is an N-protecting group. For example, P 3 and the N-atom can form a phthalimido moiety. The N-protected 
L-e-hydroxynorleucine of formula XXX is then treated to introduce the R 3 acid protecting group such as by treatment 
with methyl iodide in the presence of base or by treatment with a strong acid in methanol wherein R 3 is methyl. This 
ester is then oxidized to give the aldehyde of the formula 
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(XXXI) 



10 



15 



20 



25 



30 



35 



H 

X =0 



< 



CH 2 



P 3 N — CH CO0R 3 

The aldehyde of formula XXXI is then treated with the orthoformate of the formula 

(XXXII) 

HC — <-0-alkyl) 3 

in the presence of a strong acid catalyst and the corresponding alcohol, i.e. HO-alkyl wherein alkyl is the same as in 
the orthoformate of formula XXXII, to give 



(XXXIII) 



H 

„C-^0-al)cyl) 2 . 



< 



CH 2 
I 

,CH 2 



P 3 N CH COOR3 



Removal of N-protecting group P 3 such as by treatment with hydrazine hydrate when P 3 and the N-atom forms a 
phthalimido moiety yields the starting material of formula XXIII wherein m is one. 
40 [0032] The starting material of formula XXIII wherein m is zero can be prepared by protecting the N-atom of -/-benzyl 
glutamate to give 



(XXXIV) 



50 




P 3 N — CH COOH 



wherein P 3 is an N-protecting group such as t-butyloxycarbonyl or where P 3 and the N-atom can form a phthalimido 
moiety. The N-protected glutamic acid of formula XXXIV is then treated to introduce the R 3 acid protecting group, as 
described above, to give 
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(XXXV) 



COOCH 2 ' 





N — CH COOR3 



Hydrogenolysis when R 3 is C 1 . 4 alkyl removes the benzyl ester group from compound XXXV to give 



(XXXVI) 



COOH 




P 3 N — CH — COOR3 



Selective reduction of compound XXXVI such as by treatment with ethanethiol, ethyl-3-(3-dimethlamino)propyl carbo- 
diimide, and dimethylaminopyridine followed by triethylsiiane, palladium on carbon, and acetonitrile gives the aldehyde 
of the formula 



The aldehyde of formula XXXVII is then treated with the orthoformate of formula XXXII as described above and the N- 
protecting group P 3 is removed as described above to give the starting material of formula XXIII wherein m is zero. 
[0033] The hydroxy amino acid ester starting material of formula XXVII can be prepared by reacting a solution of 
diethyl acetamidomalonate with a stirred suspension of sodium hydride followed by reaction with a halo alky lacetate of 
the formula 



(XXXVII) 



HC=0 




N 



CH COOR3 



(XXXVIII) 



halo— (CH 2 ) p — (CH 2 ) f — CH 2 " O— C CH 3 



wherein halo is Br, I, or CI to give the compound of the formula 
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(XXXIX) 

0 

II 

5 H 2 C-0-C-CH 3 

<CH 2 ) 2 

O <CH 2 ) B 
II I 

10 H 3 C— C— NH-C— COOC 2 H 5 

COOC 2 H 5 

[0034] A solution of the diethyl ester of formula XXXIX is treated with sodium hydroxide and heat and then acidified 
is and heated again to give the hydroxy amino acid of the formula 



(XL) 

H 2 C— OH 

20 | 

(CH 2 ) 2 

O (CH 2 ) m 

'I ' 

25 H 3 C C NH — CH — COOH . 

[0035] The hydroxy amino acid of formula XL is then treated with porcine kidney acylase or other suitable hydrolyzing 
enzyme to give the resolved hydroxy amino acid of the formula 

30 

(XLI) 



35 




40 

[0036] The hydroxy amino acid of formula XLI is then converted to the ester of formula XXVII by conventional means. 
For example, the hydroxy amino acid of formula XLI can be treated in methanol with trimethylsilyl chloride to give the 
hydrochloride salt of the methyl ester of formula XXVII. 
45 [0037] The starting materials of formula XXII can be prepared as follows. When X is O, the hydroxy a-amino acid of 
the formula 

(XLII) 

50 




55 

is reacted to introduce the P 1 and P 2 protecting groups. For example, treatment of the acid of formula XLII with N- 
carbethoxyphthalimide in the presence of sodium carbonate followed by treatment with chlorotriphenylmethane and 
triethylamine gives the starting material of formula XXII wherein X is O, P n together with N-atom forms a phthalimido, 
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and P 2 is trityl. Alternatively, treatment of the acid of formula XLII with N-(benzyloxycarbonyloxy)succinimide in aqueous 
sodium carbonate and acetone followed by treatment with t-butyldimethylsilyl chloride or an acylating agent of formula 
V or VI gives the starting material of formula XXII wherein X is O, is benzyloxycarbonyl, and P 2 is t-butyldimethylsilyl 
or an acyl group such as acetyl. 

[0038] When X is S and n is one, N,N'-bis[(phenylmethoxy)carbonyl]-L-cystine can be treated with zinc dust and 
aqueous sulfuric acid to give the mercaptan of the formula 



(XLIII) 

SH 
I 




COOH 



[0039] The mercaptan of formula XLIII is then treated to introduce the P 2 protecting group. For example, treatment 
of the mercaptan of formula XLIII with acetic anhydride gives the starting material of formula XXII wherein X is S, n is 
one, P 2 is acetyl, and P 1 is benzyloxycarbonyl. 

[0040] When X is S and n is two, L-methionine can be protected on the N-atom. For example, reaction with benzyl 
chloroformate or N-(benzyloxycarbonyloxy)-succinimide gives N-[(phenylmethoxy)carbonyl]-L-methionine which is 
then esterified by treatment with an alcohol, alkyl-OH, in the presence of an acid catalyst such as p-toluenesulfonic 
acid. Treatment with an oxidizing agent such as N-chlorosuccinimide in aqueous solvent gives the sulfoxide of the 
formula 



(XLIV) 



i 

S— CH 3 

° V 

II I 

CH 2 - O C NH— CH — COOalkyl 



[0041] The sulfoxide of formula XLIV is then treated with an acid anhydride such as acetic anhydride to give the 
compound of the formula 



(XLV) 



O 
II 

S — CH 2 -0— C— CH 3 

I! I 

CH 2 "0 C NH— CH — COOalkyl . 



Treatment with alkali metal hydroxide, followed by the removal of formaldehyde such as by treatment with a reducing 
agent, for example, sodium borohydride, followed by treatment with an acid anhydride such as acetic anhydride gives 
the starting material of formula XXII wherein X is S, n is two, P 2 is acetyl, and P 1 is benzyloxycarbonyl. 
[0042] The fused bicyclic ring compounds of formula III wherein Y is S or O and m is one can be prepared by coupling 
the N-protected amino acid of formula XXII with the amino acid ester of the formula 
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(XLVI) 



HC O-alkyl) 2 

1 



x 

( 



H 2 N CH COOR 3 

to give the dipeptide of the formula 
(XLVII) 

HC — (O-alkyl ) 2 



H 2 C 

x-p 2 I 

(CH 2 ) n ^ 

Pi — N— CH" C— N" CH- COOR3 
II I J 

O H 



wherein P! and P 2 are as defined previously and R 3 is an acid protecting group. This coupling reaction is preferably 
performed in the presence of a coupling reagent such as benzotriazol-1-yloxytris(dimethylamino)phosphonium hex- 
afluorophosphate or ethyl-3-(3-dimethylamino)propyl carbodiimide. 

[0043] The P 2 protecting group can be selectively removed from the intermediate of formula XLVI I such as by treat- 
ment with sodium methoxide in methanol when P 2 is an acyl group such as acetyl or benzoyl and treatment with an 
acid such as p-toluenesulfonic acid in methanol when P 2 is a trityl, tetrahydropyranyl, or a hindered silyl group. The 
resulting product is then subjected to an acid catalyzed cyclization reaction as described above to give the intermediate 
of the formula 



(XLVIII) 




O COOR3 



[0044] The intermediate of formula XLVIII wherein X is S and n is two can also be prepared by treating the compound 
of formula XLVI I wherein X is O and n is two to selectively remove the P 2 group and convert the hydroxy to a mercaptan 
as described above followed by acid catalyzed cyclization. 

[0045] The N-protecting group is then removed from the compound of formula XLVIII for example, by treatment with 
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hydrazine monohydrate when P^ together with N atom forms a phthalimido group or by treatment with iodotrimethyl- 
silane or palladium on carbon and ammonium formate or hydrogen when P, is benzyloxycarbonyl to give the fused 
bicyclic ring compounds of formula III. 

[0046] The starting material of formula XLVI wherein Y is O can be prepared by reacting the N-phthalimino protected 
amino acid ester of the formula 



10 



15 



(XLIX) 




o 



r 



N — CH — COOR3 



with allyl trichloroacetimidate in the presence of trifluoromethanesulfonic acid to give the compound of the formula 



20 



(L) 



25 



30 




CH =CH 2 



35 



40 



45 



50 



[0047] Treatment of the compound of formula L with ozone in methanol then dimethylsulfide followed by the ortho- 
formate of formula XXXII in the presence of p-toluenesulfonic acid yields the protected compound of the formula 



(LI) 



o 



H 2 C 



C — (O-alkylh 




r 



N — CH — COOR3 



Removal of the N-protecting group such as by treatment with hydrazine hydrate yields the starting material of formula 
XLVI wherein Y is 0. 

55 [0048] The starting material of formula XLVI wherein Y is S can be prepared by reacting the cysteine ester of the 
formula 
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(LIT) 



5 




H 2 N — CH COOR 3 



10 with the bromoacetal of the formula 

(LIU) 

Br— CH 2 — CH— (0-alkyl) 2 
in the presence of sodium hydride and potassium iodide to give the amino acid ester of the formula 

20 < LIV > 



HC -eo-alkyl) 2 



H 2 C 
I 



30 H 2 N — CH — COOR3 



[0049] The compounds of formula I contain three asymmetric centers in the fused bicyclic portion of the structure 
with additional centers possible in the side chain. While the optically pure form of the fused bicyclic products described 
35 above is preferred, all such forms are within the scope of this invention. The above described processes can utilize 
racemates, enantiomers, or diastereomers as starting materials, when diastereomeric compounds are prepared, they 
can be separated by conventional chromatographic or fractional crystallization methods. Preferably, the hydrogen at- 
tached to the bridgehead carbon is in the orientation shown below 




50 [0050] The compounds of formula I wherein R 3 , R 5 and/or R 7 are hydrogen can be isolated in the form of a pharma- 
ceutically acceptable salt. Suitable salts for this purpose are alkali metal salts such as sodium and potassium, alkaline 
earth metal salts such as calcium and magnesium, salts derived from amino acids such as arginine, lysine, etc. and 
salts derived from amines such as alkylamines, e.g. t-butylamine, t-amylamine, etc., substituted alkylamines, e.g. ben- 
zylamine, dialkylamines, substituted dialkylamines, e.g. N-methylglucamine, trial ky lam in es, substituted trialkylamines, 

55 and quaternary ammonium salts. These salts can be obtained by reacting the acid form of the compound with a base 
supplying the desired ion in a medium in which the salt precipitates or in aqueous medium and then lyophilizing. 
[0051 ] Preferred compounds of this invention are those wherein: 
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A is 



9 

10 

R 2 is hydrogen, or 

t 

R 3 is hydrogen or alkyl; 
r is zero or one; 
20 j S alkyl; 

R 1 is aryl-CH 2 -, substituted aryl-CH 2 -, heteroaryl-CH 2 -, cycloalkyl -CH 2 - wherein the cycloalkyl is of 3 to 7 carbons, 
or straight or branched chain alkyl of 1 to 7 carbons and R 12 is hydrogen; or R 1 and R 12 taken together with the 
carbon to which they are attached complete a cycloalkyl ring of 5 to 7 carbons; 
R 6 is C h4 alkyl or phenyl; 
25 n is one or two; 

m is zero or one; 
X is O or S; and 

Y is CH 2 , O, or S provided that Y is O or S only when m.is one. 
30 [0052] Most preferred are the above compounds wherein: 

R 2 is hydrogen or 

? 

HjC — C — 

r 

40 especially hydrogen; 

R 3 is hydrogen; 

r is zero or one; especially one; 

R 1 is benzyl, cyclopropylmethyl, or straight or branched chain alkyl of 3 to 5 carbons, especially benzyl; 
R 12 is hydrogen; 
45 n is one or two; 

m is zero or one; 
X is 0 or S; and 

Y is CH 2 , O, or S provided that Y is O or S only when m is one. 

so [0053] The single most preferred compound is [4S-[4a(R*),7a,1 0afJ]]-octahydro-4-[(2-mercapto-1 -oxo-3-phenylpro- 
pyl)amino]-5-oxo-7H-pyrido[2,1-b]-[1,3]thiazepine-7-carboxylic acid, i.e. the compound of the formuta 
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10 



20 



. r 



ii x 

HS CH — C N- / 

1 I 1 

?H 2 H ■ 




6 



COOH 



rs [0054] The compounds of formula I wherein A is 



O 
It 



K 2 -S-(CH 2 n/C-C- R700c _ (CH2)q _. c _^. 

25 are dual inhibitors possessing the ability to inhibit angiotensin converting enzyme and neutral endopeptidase. The 
compounds of formula 1 wherein A is 



30 R 7 OOC — CH — 

I 

Ri 

35 are selective inhibitors possessing the ability to inhibit the angiotensin converting enzyme. Thus, the compounds of 
formula I including their pharmaceutical^ acceptable salts are useful in the treatment of physiological conditions in 
which angiotensin converting enzyme inhibitors have been shown to be useful. Such conditions include disease states 
characterized by abnormalities in blood pressure, intraocular pressure, and renin including cardiovascular diseases 
particularly hypertension and congestive heart failure, glaucoma, and renal diseases such as renal failure, diabetic 

40 nephropathy, and renal impairment following treatment with cyclosporine or other immunosuppressants. Other condi- 
tions in which angiotensin converting enzyme inhibitors have been reported to be useful include hepatic cirrhosis, 
inhibiting the progression of atherosclerosis, preventing or treating hypertensive or diabetic retinopathy, improving 
myocardial dysfunction during or following a myocardial infarction, and preventing restinosis after angioplasty. The 
dual inhibitors are also useful in the treatment of physiological conditions in which neutral endopeptidase inhibitors 

45 have been shown to be useful. Such conditions also include cardiovascular diseases particularly hypertension, hyper- 
aldosteronemia, renal diseases, glaucoma, as well as the relief of acute or chronic pain. Thus, the compounds of 
formula I are useful in reducing blood pressure and the dual inhibitors of formula I are additionally useful for this purpose 
due to their diuresis and natriuresis properties. The dual inhibitors are particularly useful in the treatment of congestive 
heart failure. 

50 [0055] The compounds of formula I including pharmaceutical^ acceptable salts thereof can be administered for these 
effects in amounts similar to those employed previously for angiotensin converting enzyme inhibitors. For example, 
the compounds of formula I can be administered to a mammalian host such as man at from about 0.1 mg. to about 
1 00 mg. per kg. of body weight per day, preferably from about 0.5 mg. to about 25 mg. per kg. of body weight per day. 
The compounds of formula I are preferably administered orally but parenteral routes such as subcutaneous, intramus- 

55 cular, and intravenous can also be employed as can topical routes of administration. The daily dose can be administered 
singly or can be divided into two to four doses administered throughout the day 

[0056] The inhibitors of formula I can be administered in combination with human ANF 99 - 126. Such combination 
would contain the inhibitor of formula I at from about 1 to about 100 mg. per kg. of body weight and the human ANF 
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99 - 126 at from about 0.001 to about 0.1 mg. per kg. of body weight. 

[0057] The inhibitors of formula I can be administered in combination with other classes of pharmaceutically active 
compounds. For example, a diuretic, a calcium channel blocker, a potassium channel activator, a cholesterol reducing 
agent, a [i-blocker, etc. 

5 [0058] The inhibitors of formula I or a pharmaceutically acceptable salt thereof and other pharmaceutically acceptable 
ingredients can be formulated for the above described pharmacetical uses. Suitable compositions for oral administra- 
tion include tablets, capsules, and elixirs, and suitable compositions for parenteral administration include sterile solu- 
tions and suspensions. Suitablecompositions for treating glaucoma also include topical compositions such as solutions, 
ointments, and solid inserts as described in U.S. Patent 4,442,089. About 10 to 500 mg. of active ingredient is com- 

io pounded with physiologically acceptable vehicle, carrier, excipient, binder, preservative, stabilizer, flavoring, etc., in a 
unit dose form as called for by accepted pharmaceutical practice. 

[0059] The following examples are illustrative of the invention. Temperatures are given in degrees centigrade. Thin 
layer chromatography (TLC) was performed in silica gel unless otherwise stated. 

15 EXAMPLE 1 

^S'^atR^Ja.lOapll-Octahydro^-Ita-mercapto-l-oxo-a-phenylpropyQaminol-S-oxo-yH-pyrido^.l-blll^]- 
oxazepine-7-carboxylic acid 

20 a) (S)-2-Phthalimido-4-hydroxybutanoic acid, triethylamine saft 

[0060] A solution of L-homoserine (3.0 g., 25.2 mmol.) and sodium carbonate (2.670 g., 25.2 mmol.) in water (60 
ml.) was treated with N-carbethoxyphthalimide (5.570 g., 25.4 mmol.). After stirring at room temperature for 2 hours, 
the solution was acidified with 6 N hydrochloric acid and extracted into ethyl acetate. The ethyl acetate extract was 
25 washed with brine, dried (sodium sulfate), and filtered into a solution of triethylamine (4.0 ml.) in methylene chloride 
(40 ml.). The cloudy solution was concentrated and triturated with ethyl acetate and ethyl ether to afford 5.11 g. of the 
title compound as a white solid; m.p. 142 - 144°C. TLC (5% acetic acid in ethyl acetate) R r = 0.36; [a] D = -6.2° (c = 
0.8, chloroform). 



30 


Anal, calc'd. for C 18 H 26 N 2 0 5: 




| C61.70; H7.48; 


N7.99 ! 




Found j C 61 .45; H 7.47; 


N 7,84. 



35 b) (S)-2-Phthalimido-4-(triphenylmethoxy)butanoic acid, triethylamine salt 



[0061] A homogeneous solution of the product from part (a) (1 .890 g., 5.4 mmol.) in chloroform (20 ml.) was treated 
with triethylamine (80 followed by solid chlorotriphenylmethane (1 .590 g., 5.70 mmol.). After stirring at room tem- 
perature for 2.5 hours, the solution was partitioned between ethyl acetate and 0.1 N hydrochloric acid (150 ml.). The 

40 organic layer was washed with water and brine, then dried (sodium sulfate) and filtered into a solution of triethylamine 
(1.0 ml.) in methylene chloride (30 ml.). The solution was concentrated to an oil, redissolved in a small amount of 
methylene chloride and ethyl acetate and triturated with ethyl ether until the solution became turbid. The mixture was 
seeded and let stand at room temperature. The resulting precipitate was collected by filtration, washed with ethyl 
acetate and ethyl ether, and dried in vacuo to afford 2.538 g. of the title compound as a white solid; m.p. = 1 65 - 1 70°C. 

45 (decomp.). TLC (10% methanol in chloroform) Rf = 0.23; [a] D = +7.0° (c = 1.2, chloroform). 

c) (S)-2-Phthalimido-6-hydroxyhexanoic acid 

[0062] A solution of (+)-L-e-hydroxynorleucine [prepared according to the procedure of Bodanszky et al., J. Med 
so Chem., 1978, 2M , 1030 - 1035] (1 .030 g., 7.0 mmol.) and sodium carbonate (745 mg., 7.0 mmol.) in water (12 ml.) was 
treated with N-carbethoxyphthalimide (1.495 g., 7.0 mmol.) and the mixture was stirred at room temperature for 2 
hours. The solution was filtered, cooled to 0° C, and acidified with 6N hydrochloric acid to afford a white precipitate. 
The solid was collected by filtration and dried in vacuo at 80° C. for one hour to give 1 .297 g. of the title compound; 
m.p. 162 - 163°C.; (a] D = -35.7° (c = 1 .3, methanol). 

55 

d) (S)-2-Phthalimido-6,6-dimethoxyhexanoic acid, methyl ester 

[0063] A slurry of the product from part (c) (3.752 g., 13.5 mmol.) and cesium carbonate (2.178 g., 6.7 mmol.) in 
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dimethylformamide (44 ml.) was treated with methyl iodide (3.0 ml., 6.84 g., 48.2 mmol.). After stirring at room tem- 
perature for 2 hours, the mixture was diluted with ethyl acetate and washed successively with water containing a small 
amount of sodium bisulfite, water, 50% saturated sodium bicarbonate, and brine, then dried (sodium sulfate), filtered 
and stripped to give the intermediate ester as a colorless oil (3.825 g.). The oil was homogeneous by TLC (1 : 1 -acetone: 
5 hexanes) R f = 0.37. 

[0064] A -78°C solution of oxalyl chloride (1.37 ml., 2.00 g., 15.7 mmol.) in dry methylene chloride (58 ml.) was 
treated dropwise with a solution of dry dimethylsulfoxide (2.24 ml., 2.47 g., 31 .6 mmol.) in methylene chloride (2 m!.). 
After 1 0 minutes, a solution of the above alcohol-ester (3.825 g., 13.1 mmol.) in methylene chloride (1 0 ml.) was added. 
After an additional 15 minutes, triethylamine (8.0 ml.) was added and the mixture was stirred at -78°C for 5 minutes, 
10 then warmed to 0°C. The mixture was diluted with ethyl acetate/ethyl ether and was subsequently washed with 1 N 
hydrochloric acid, water, and brine, then dried (sodium sulfate), filtered and stripped to give the crude desired aldehyde. 
The oil was homogeneous by TLC ( 1 :1 -acetone: hexanes) R f = 0.48. 

[0065] A solution of the above aldehyde in methanol (17 ml.) and methylene chloride (17 ml.) was treated with tri- 
methyl orthoformate (1.7 ml.) followed by p-toluenesulfonic acid monohydrate (180 mg.). The mixture was stirred at 
is room temperature for 1 .5 hours, then partitioned between ethyl acetate and 50% saturated sodium bicarbonate. The 
organic layer was washed with water and brine, then dried (sodium sulfate), flitered and stripped. The residue was 
flash chromatographed (Merck silica gel, 1 :1 -ethyl acetate:hexanes) and the pure product fractions were crystallized 
from ethyl acetate/hexanes to give the analytically pure title product (3.452 g., first crop and 215 mg., second crop) as 
white needles; m.p. 69 - 70°C. TLC (1 :1 - ethyl acetate:hexanes) R f = 0.35; [oc] D = -27.4° (c = 1 .5, chloroform). 

20 



Anal, calc'd. for C 17 H 21 N0 6 : 


Found 


C 60.89; 
C 60.80; 


H 6.31; 
H 6.32; 


N4.18 
N4.16. 



25 

e) [S-(R*,R*)]-2-[[2-Phthalimido-4-(triphenylmethoxy)-1-oxobutyl]amino]-6,6-dimethoxyhexanoic acid, methyl ester 

[0066] A slurry of the product from part (d) (2.540 g., 7.57 mmol.) in methanol (18 ml.) was treated with hydrazine 
monohydrate (378 pi, 390 mg, 7.80 mmol.). The mixture became homogeneous within 10 minutes. After stirring at 

30 room temperature for 3 days, the resulting slurry was filtered, stripped, slurried in methylene chloride, filtered and 
stripped again to afford the crude intermediate amine as a colorless oil. Meanwhile a solution of the triethylamine salt 
product from part (b) (4.622 g., 7.80 mmol.) in methylene chloride (50 ml.) at 0°C. was treated with benzotriazol- 
1-yloxytris-(dimethylamino)phosphonium hexafluorophosphate (3.519 g., 7.95 mmol.). The mixture was stirred for 35 
minutes, then treated with a solution of the above amine in methylene chloride (15 ml.). After 10 minutes at 0° C and 

35 2 hours at room temperature, the solution was partitioned between ethyl ether and water. The organic layer was washed 
with 50% saturated sodium bicarbonate and brine, then dried (sodium sulfate), filtered and stripped. The residue was 
flash chromatographed (Merck silica gel, 6:4-ethyl acetate:hexanes) to give 3.580 g. of pure title compound as a white 
foam. TLC (6:4 - ethyl acetate:hexanes) R, = 0.32; [a] D = +26.2° (c = 0.6, chloroform). 

40 f) [S-(R* t R*)]-2-[(2-Phthalimido-4-hydroxy-1-oxobutyl)amino]-6,6-dimethoxyhexanoic acid, methyl ester 

[0067] A solution of the product from part (e) (5.420 g., 8.0 mmol.) in methanol (60 ml.) was treated with p-tolue- 
nesulfonic acid monohydrate (520 mg.). After stirring at room temperature for 1.5 hours, the mixture was partitioned 
between ethyl acetate and dilute sodium bicarbonate. The phases were separated and the aq ueous layer was extracted 
45 again with ethyl acetate. The pooled organic extracts were washed with brine, dried (sodium sulfate), filtered and 
stripped. The residue was flash chromatographed (Merck silica gel, 8:2-ethyl acetate:hexanes followed by 5% methanol 
in ethyl acetate) to afford 2.860 g. of the title product as a colorless oil. TLC (7:3 - ethyl acetate: hexanes) Rj = 0.26; 
[a] D = 4-18.7° (c = 1 .3, chloroform). 

so g) [4S-(4a,7a,10aP)]-Octahydro-4-phthalimido-5-oxo-7H-pyrido[2,1-b][1,3]oxazepine-7-carboxylic acid, methyl ester 

[0068] A solution of the product from part (0 (2.10 g., 4.95 mmol.) in methylene chloride (100 ml.) was treated with 
Amberryst® 15 ion exchange resin (240 mg., pre-washed successively with 6 N hydrochloric acid, water, tetrahydro- 
f uran, then methylene chloride). After stirring at room temperature for 2.5 hours, the solution was filtered, stripped and 
55 flash chromatographed (Merck silica gel, 6:4-ethyl acetate: hexanes followed by 1 00% ethyl acetate) to give 1 .40 g. of 
title product as a white foam. 
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h) (S)-2-(Acetylthio)benzenepropanoic acid 

[0069] Sodium nitrite (10.3 g., 280 mmol.) was added to a solution of D-phenylalanine (30.0 g., 181 mmol.) and 
potassium bromide (73.5 g.) in sulfuric acid (2.5 N, 365 ml.) over a period of one hour while maintaining the temperature 

5 of the reaction mixture at 0°C. The mixture was stirred for an additional hour at 0° C and then for one hour at room 
temperature. The reaction solution was extracted with ether, the ether was back extracted with water, and the ether 
layer was dried over sodium sulfate. Ether was removed in vacuo , and distillation of the oily residue afforded 25.7 g. 
of (R)-2-bromo-3-benzenepropanoic acid; b.p. 141°C. (0.55 mm. of Hg); [a] D = +14.5° (c = 2.4, chloroform). 
[0070] A mixture of thioacetic acid (7 ml., 97.9 mmol.) and potassium hydroxide (5.48 g., 97.9 mmol.) in acetonitrile 

10 (180.5 ml.) was stirred under argon at room temperature for 1 3/4 hours. The mixture was cooled in an ice-bath, and 
a solution of (R)-2-bromo-3-benzenepropanoic acid (20.4 g., 89 mmol.) in acetonitrile (20 ml.) was added over a ten 
minute period. The reaction was stirred under argon at room temperature for 5 hours, filtered, and the acetonitrile was 
removed in vacuo . The oily residue was redissolved in ethyl acetate and washed with 10% potassium bisulfate and 
water. Removal of the ethyl acetate in vacuo afforded 19.6 g. of crude product. The crude product was purified via its 

15 dicyclohexylamine salt using isopropyl ether as solvent for crystallization. An analytical sample of (S)-2-(acety!thio) 
benzenepropanoic acid, dicyclohexylamine salt was prepared by recrystallization from ethyl acetate; m.p. 1 46-1 47°C; 
[ct] D = -39.6°C. (c = 1 .39, chloroform). 



20 



Anal, calc'd. forC^ 


H 12 0 3 S» 


C 12 H 23 N: 




| C.68.11; 


H.8.70; 


N.3.45; 


S.7,91 


Found j C.67.93; 


H.8.71; 


N.3.37; 


S.7.94. 



[0071] The free acid was regenerated by partitioning the dicyclohexylamine salt between 5% potasssium bisulfate 
25 and ethyl acetate to yield (S)-2-(acetylthio)benzenepropanoic acid; [a] D = -70.1 °C. (c = 1 .91 , chloroform). 





Anal, calc'd. for C^H^OgS: 




; C.58.91; H.5.39; 


S.14.30 


30 


Found I C.58.73; H.5.41; 


S.14.53. 



i) [4S-[4a(R*),7tt,10ap]]-Octahy 
oxazepine-7-carboxylic acid, methyl ester 

35 [0072] The product from part (g) (620 mg. ( 1 .66 mmol.) in methanol (1 0ml.) was treated with hydrazine monohydrate 
(85 ill., 88 mg., 1 .75 mmol.) and the solution was stirred at room temperature for 44 hours. The mixture was filtered 
and the solid was washed with methanol. The filtrate was stripped, triturated with methylene chloride, filtered again 
and stripped to give the crude amine as a cloudy oil (about 400 mg.). 

[0073] A cold (0°C) solution of (S)-2-(acetylthio)-benzenepropanoic acid (410 mg., 1.83 mmol.) and triethylamine 
40 (250 ul, 182 mg., 1 .80 mmol.) in methylene chloride (10 ml.) was treated with the above amine (as a solution in 8 ml. 
methylene chloride) followed by benzotriazol-1 -yloxytris-(dimethylamino)phosphonium hexafluorophosphate (808 mg, 
1 .83 mmol.). The clear, nearly colorless solution was stirred at 0°C for 40 minutes and then at room temperature for 2 
hours. The mixture was partitioned between ethyl acetate/ethyl ether and water. The organic layer was washed suc- 
cessively with 50% saturated sodium bicarbonate and brine, then dried (sodium sulfate), filtered and stripped. The 
45 residue was flash chromatographed (Merck silica gel, 60-70% ethyl acetate in hexanes) to give 602 mg., of pure title 
product as a white foam; TLC (6:4-ethyl acetate: hexanes) R f = 0.27. 

j) ^S-^atR^ya.lOaMl-Octahydro^-^-mercapto-l-oxo-S-phenylpropyQaminol-S-oxoVH-pyridog.l-blfl.SI 
oxazepine-7-carboxylic acid 

50 

[0074] A 0°C. solution of the product from part (i) (590 mg., 1.32 mmol.) in methanol (10 ml., de-oxygenated via 
argon bubbling) was treated with 1 N sodium hydroxide (7 ml., de-oxygenated via argon bubbling). After stirring for 1 5 
minutes, the solution was warmed to room temperature and stirring under argon was continued for an additional 4.5 
hours. The mixture was acidified with 5% potassium bisulfate, diluted with water and extracted with ethyl acetate. The 
55 ethyl acetate extract was washed with water and brine, then dried (sodium sulfate), filtered and concentrated to ap- 
proximately 3 ml. The residue was slurried in ethyl acetate and a little hexane and the resulting solid was collected by 
filtration and dried in vacuo to give 413 mg. of the title product; m.p. 1 80.5°C. (decomp.). TLC (2% acetic acid in ethyl 
acetate) R, = 0.39; 
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[a] D = -37.6° (c = 0.36, methanol). 

HPLC: YMC S3 ODS column (6.0 x 150 mm); eluted with 40% A: 90% water-10% methanol-0.2% phosphoric acid 
and 60% B: 10% water-90% methanol-0.2% phosphoric acid; flow rate 1 .5 ml/min detecting at 220 nm; tp = 
s 6.73 min (95.7%). 





Anal, calc'd. for C20H28N2O4S • 


0.12 ethyl acetate: 


10 




C, 58.05; 


H t 6.24; 


N, 6.95; 


S, 7.96 




Found 


C, 58.23; 


H, 6.34; 


N, 6.83; 


S, 7.81. 



EXAMPLE 2 



15 [3R-[3a(S*),6a,9aP]]-Hexahydro-3-[(2-mercapto-1-oxo-3-phenylpropyl)amino1-4-oxo-2H t 6H-pyrido[2 ) 1-biri l 31 
thiazine-6-carboxylic acid 

a) N-[(Phenylmethoxy)carbonyl]-L-cysteine 

20 [0075] A solution of N,N'-bis[(phenylmethoxy)-carbonyl]-L-cystine (4.658 g., 9.1 6 mmol.) in methanol (35 ml.) was 
treated with 2 N sulfuric acid (23 ml.) followed by portionwise treatment with zinc dust (2.442 g. f 37.3 mmol.). The 
mixture was heated at 70°C. for 1.5 hours, filtered while still warm, and concentrated on the rotovap. The residual 
solution was extracted with ethyl ether and the ethereal extract was washed with water and brine, then dried (sodium 
sulfate), filtered and stripped. The residue (oil) was dissolved in carbon tetrachloride, cooled to 0°C., and seeded to 

25 slowly afford a precipitate. The solid was collected by filtration and washed with cold carbon tetrachloride to give 2.648 
g. of product. The mother liquor was stripped, flash chromato graphed (Merck silica gel, ethyl acetate followed by 4% 
acetic acid in ethyl acetate) to give additional product after crystallization (246 mg.). The total yield of product was 
2.894 g. TLC (5% acetic acid in ethyl acetate) R, = 0.58. 

30 b) S-Acetvl-N-[(Phenylmethoxy)carbonyl]-L-cysteine 

[0076] A homogeneous solution of the product from part (a) (2.70 g., 10.6 mmol.) in water (30 ml., de-oxygenated 
via argon bubbling) containing potassium bicarbonate (2.140 g., 21.4 mmol.) was treated with acetic anhydride (8.0 
ml., 8.66 g, 84.8 mmol.). After 10 minutes at room temperature, the mixture was acidified with 10% hydrochloric acid 
35 and extracted with ethyl ether. The ethyl ether extract was washed twice with water and brine, then dried (sodium 
sulfate), filtered and stripped to give an oil. The residue was azeotroped three times with toluene and twice with ethyl 
ether/hexane, after which time the oil crystallized. The residue was triturated with ethyl ether/hexane and the solid was 
collected by filtration to give 2.19 g., of pure title product. TLC (5% acetic acid in ethyl acetate) R, = 0.56. 

40 c) (S)-2-frN-f(Phenylmethoxy)carbonyl-S-acetyl-L-cysteinyllamino]-6,6-dimethoxyhexanoic acid, methyl ester 

[0077] A slurry of (S)-2-phthalimido-6,6-dimethoxyhexanoic acid, methyl ester [prepared as described in Example 1 
(d), 1 .158 g., 3.45 mmol.) in methanol (12 ml.) was treated with hydrazine monohydrate (1 76 uJ., 182 mg., 3.63 mmol.). 
The mixture became homogeneous within 10 minutes. After stirring at room temperature for 67 hours, the resulting 

45 slurry was filtered, stripped, slurried in methylene chloride, filtered and stripped again to afford the crude intermediate 
amine as a colorless oil. Meanwhile a partial slurry of the product from part (b) (1.185 g., 3.98 mmol.) in methylene 
chloride (14 ml.) was treated with triethylamine (555 uJ., 403 mg., 3.98 mmol.). The now homogeneous solution was 
cooled to 0°C, treated with the above amine as a solution in methylene chloride (7 mL), then treated with benzotriazol- 
1 -yloxytris(dimethylamino)-phosphonium hexafluorophosphate (1 .762 g., 3.98 mmol.). The mixture was stirred at 0°C. 

50 for 2.5 hours, then at room temperature for 45 minutes. The solvent was removed and the residue was partitioned 
between ethyl acetate and water. The organic layer was washed with 50% saturated sodium bicarbonate and brine, 
then dried (sodium sulfate), filtered and stripped. The residue was flash chromatographed (Merck silica gel, 65:35-ethyl 
acetate:hexanes) to give 1 . 1 5 g. , of the pure title product as a white foam. TLC (75:25 - ethyl acetate:hexanes) R f = 0.42. 



55 


Analysis Calc'd. for CggH^NgOgS: 






C, 54.53; 


H, 6.66; 


N, 5.78; 


S, 6.62; 




Found 


C, 54.79; 


H, 6.72; 


N, 5.77; 


S, 6.95. 
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15 



20 



25 



30 



35 



40 



45 



50 



d) [3R-(3g,6a,9aP)]-Hexahydro-3-[[(pheny^ 
6-carboxylic acid, methyl ester 

[0078] A de-oxygenated (argon bubbling) solution of the product from part (c) (1 .040 g., 2.15 mmol.) in methanol (12 
ml.) at 0°C. was treated with sodium methoxide (25% by weight in methanol, 490 ul, 463 mg., 2.14 mmol.). After 20 
minutes, the mixture was quenched with saturated ammonium chloride, diluted with water, and extracted with ethyl 
acetate. The ethyl acetate extract was washed with water and brine, then dried (sodium sulfate), filtered and stripped. 
The residue was redissolved in methylene chloride (200 ml.) and stirred at room temperature with Amberlyst® 15 ion 
exchange resin (820 mg., pre-washed successively with 6 N hydrochloric acid, water, tetrahydrofuran, then methylene 
chloride). After 3 hours, the solution was filtered, stripped and flash chromatographed (Merck silica gel, 65:35-ethyl 
acetate:hexanes) to give 757 mg. of the title product as a colorless oil. TLC (75:25 - ethyl acetate: hexanes) R f = 0.58. 

e) [3R-(3a,6a t 9aB)1-Hexahydro-3-amino-4-oxo-2H,6H-pyrido[2,1-b1[1,3]thiazine-6-carboxylic acid, methyl ester 

[0079] A solution of the product from part (d) (752 mg., 1 .99 mmol.) in dry methylene chloride (15 ml.) was treated 
at room temperature with iodotrimethylsilane (620 ul, 872 mg,, 4.36 mmol.). After stirring for 3 hours, the mixture was 
quenched with water, treated with a small amount 10% hydrochloric acid, and extracted with ethyl ether. The layers 
were separated and the ethereal layer was back-extracted with water. The pooled aqueous layers were made basic 
(pH 13) with 10% sodium hydroxide and extracted twice with methylene chloride. The pooled methylene chloride ex- 
tracts were dried (sodium sulfate), filtered and stripped to give 290 mg. of crude title product as a colorless oil. TLC 
(10% methanol in methylene chloride) Rf = 0.38. 

f) [3R-[3a(S*),6g,9ap]]-Hexahydro-3^ 
thiazine-6-carboxylic acid, methyl ester 

[0080] A cold (0° C.) solution of (S)-2-(acetylthio)benzenepropanoic acid (294 mg., 1.31 mmol.) and triethylamine 
(180 u,L, 131 mg., 1.29 mmol.) in methylene chloride (8 ml.) was treated with the product from part (e) (287 mg., 1.17 
mmol.) as a solution in 6 ml. methylene chloride. Benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluoro- 
phosphate (575 mg., 1.30 mmol.) was then added. The clear, nearly colorless solution was stirred at 0°C for 1 hour 
and then at room temperature for 1 hour. The solvent was removed by rotary evaporation and the residue was partitioned 
between ethyl acetate and 5% potassium bisulfate. The organic layer was washed successively with water, 50% sat- 
urated sodium bicarbonate and brine, then dried (sodium sulfate), filtered and stripped. The residue was flash chro- 
matographed (Merck silica gel, 1:1 -ethyl acetate: hexanes) to give 412 mg. of the pure title product as a white foam. 
TLC (1 :1 -ethyl acetate: hexanes) R f = 0.27; [a] D = -107.0°C. (c = 0.6, chloroform). 

g) [3R-[3a(S*),6a,9aP]]-Hexahydro-3-[(2-m^ 
thiazine-6-carboxylic acid 

[0081] A 0°C solution of the product from part (f) (406 mg, 0.90 mmol) in methanol (5 ml., de-oxygenated via argon 
bubbling) was treated with 1 N sodium hydroxide (5 ml., deoxygenated via argon bubbling). After stirring for one hour, 
the solution was warmed to room temperature and stirring under argon was continued for an additional 1 .25 hours. 
The mixture was acidified with 5% potassium bisulfate, diluted with water and extracted with ethyl acetate. The ethyl 
acetate extract was washed with water and brine, then dried (sodium sulfate), filtered and stripped. The residue was 
flash chromatographed twice (Merck silica gel, 2% acetic acid in ethyl acetate). Product fractions were checked by 
HPLC. The desired fractions were pooled, stripped, and azeotroped twice with ethyl acetate. The residue was taken 
up in a small amount of ethyl acetate and triturated with hexanes. The solvent was stripped and the residue was slurried 
in hexanes, stripped and dried in vacuo to give 98.3 mg. of the title product as a hard white foam. TLC(2% acetic acid 
in ethyl acetate) R f = 0.46; [ct] D = -57.0° 
(c = 0.4, chloroform). 

HPLC: YMC S3 ODS column (6.0 x 150 mm); eluted with 40% A: 90%water-10% methanol-0.2% phosphoric acid and 
60% B: 10% water-90% methanol-0.2% phosphoric acid; flow rate 1.5 mL/min detecting at 220 nm; tp, = 8.33 min. 
(95.0%). 
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Anal, calc'd. for C^H^NgO^ • 0.2 ethyl acetate: 



Found 



C, 54.79; 


H, 5.77; 


N, 6.80; 


C, 54.59; 


H, 6.04; 


N, 6.59; 



S, 15.56. 
S, 15.16. 
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EXAMPLE 3 

r4S-f4a(R*),7a 1 10aP1]-Qctahydro-4-[(2-mer^ 
thiazepine-7-carboxylic acid 

5 

a) [S-(R^R*)]-24[2"Phthalimido-4-(acetylthio)-1-oxobutyl]amino]-6,6-dimethoxyhexanoic acid, methyl ester 

[0082] A cold (0°C.) solution of triphenylphosphine (1.143 g., 4.36 mmol.) in tetrahydrofuran (20 ml.) was treated 
with diisopropyl azidodicarboxylate (860 jaL, 883 mg., 4.37 mmol.). Within 5 minutes a white slurry developed. After 

10 30 minutes, a solution of [S-(R*,R*)-2-[(2-phthalimido-4-hydroxy-1 -oxobutyl]-amino]-6,6-dimethoxyhexanoic acid, me- 
thyl ester [prepared as described in Example 1(f), 928 mg., 2.19 mmol.] in tetrahydrofuran (8 ml.) was added followed 
by neat thioacetic acid (312 ui, 332 mg., 4.36 mmol.). The mixture was stirred at 0°C. for 1 .25 hours, then partitioned 
between 50% saturated sodium bicarbonate and ethyl acetate. The ethyl acetate extract was washed with brine, dried 
(sodium sulfate), filtered and stripped. The residue was redissolved in ethyl acetate and treated with a small amount 

15 of hexane to precipitate triphenylphosphine oxide. The mixture was filtered and the filtrate was flash chromatographed 
(Merck silica gel, 65:35-ethyl acetate:hexanes) to give 894 mg. of the title product as a colorless oil. TLC (75:25 - ethyl 
acetate:hexanes) R f = 0.43. 

b) [4S-(4a t 7a,10aP)10ctahydrO'4-phthalimido-5-oxo-7H-pyrido[2,1-biri,31thiazepine-7-carboxylic acid, methyl ester 
20 ' ~ * " ~" ~* " ' "~ ~ ~" " ~ 

[0083] A de-oxygenated (argon bubbling) solution of the product from part (a) (81 4 mg., 1 .65 mmol.) in methanol (15 
ml.) at 0°C. was treated with sodium methoxide (25% by weight in methanol, 1 .05 ml., 4.6 mmol.). After 5 minutes, the 
mixture was quenched with saturated ammonium chloride, diluted with water, and extracted with ethyl acetate. The 
ethyl acetate extract was washed with water and brine, then dried (sodium sulfate), filtered and stripped. The residue 

25 was redissolved in methylene chloride (180 ml.) and stirred at room temperature with Amberlyst® 15 ion exchange 
resin (285 mg., pre-washed successively with 6 N hydrochloric acid, water, tetrahydrofuran, then methylene chloride). 
After 46 hours, the solution was filitered, stripped and flash chromatographed (Merck silica gel, 1:1 -ethyl acetate: 
hexanes) to give 314 mg. of the title product as a white foam. Trituration of the foam with ethyl ether produced the title 
product as a white solid; m.p. = 147 - 148°C. TLC (75:25 - ethyl acetate:hexanes) R f = 0.56; [a] D = - 143.2° (c = 0,6, 

30 chloroform). 

c) [4S-[4<x(R*),7a,10agl1-Octah^ 
thiazepine-7-carboxylic acid, methyl ester 

35 [0084] The product from part (b) (280 mg., 0.72 mmol.) in methanol (8 ml.) was treated with hydrazine monohydrate 
(42 ul, 43.3 mg., 0.86 mmol.) and the solution was stirred at room temperature for 67 hours. The mixture was filtered 
and the solid was washed with methanol. The filtrate was stripped, triturated with methylene chloride, filtered again 
and stripped to give the crude amine as a yellow oil (about 205 mg.). 

[0085] A cold (0° C.) solution of (S)-2-(acetylthio)-benzenepropanoic acid (178 mg., 0,79 mmol.) and triethylamine 
40 (111 uj., 80 mg. ( 0.80 mmol.) in methylene chloride (3 ml.) was treated with the above amine (as a solution in 7 ml. 
methylene chloride) followed by benzotriazol-1 -yloxytris(dimethylamino)phosphonium hexaf luorophosphate (353 mg., 
0.80 mmol.). The solution was stirred at 0°C. for 1 hour and then at room temperature for 2 hours. The solvent was 
stripped and the residue was partitioned between ethyl acetate and 5% potassium bisulfate. The organic layer was 
washed successively with water, 50% saturated sodium bicarbonate and brine, then dried (sodium sulfate), filtered 
<5 and stripped. The residue was flash chromatographed (Merck silica gel, 1 :1 -ethyl acetate: hexanes) to give 272 mg. of 
the pure title product as a white foam. 

d) [4S-[4a(R*),7aJ0ap]]-Octahydro-4-[(2-meiicapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2 t 1-b] [1,3] 
thiazepine-7-carboxylic acid 

50 ~ 

[0086] A room temperature solution of the product from part (c) (227 mg., 0.49 mmol.) in methanol (5 ml., de-oxy- 
genated via argon bubbling) was treated with 1 N sodium hydroxide (8 ml,, deoxygenated via argon bubbling). After 
stirring for 1 hour, the mixture was acidified with 10% hydrochloric acid, diluted with water and extracted with ethyl 
acetate. The ethyl acetate extract was washed with water and brine, then dried (sodium sulfate), filtered and concen- 
55 trated. The resulting solid was slurried in ethyl acetate and collected by filtration. The filtrate was flash chromatographed 
(Merck silica gel, 1% acetic acid in ethyl acetate) and the desired fractions were pooled, stripped, and triturated with 
ethyl acetate/ethyl ether to give additional solid. 

[0087] The solids were pooled to give a total of 150 mg. of the title product; m.p. 21 6 - 21 7°C. (decomp.). TLC (2% 
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acetic acid in ethyl acetate) R f = 0.56; 
[<x] D = -72.6° (c = 0.28, dimethylformamide). 

HPLC YMC S3 ODS column (6.0 x 150 mm); eluted with 40% A: 90% water-10% methanol-0.2% phosphoric acid 
5 and 60% B: 1 0% water-90% methanol-0.2% phosphoric acid; flow rate 1 .5 ml/min detecting at 220 nm; = 

9.48 min. (97.4%). 



Anal, calc'd. for C 19 H 24 N 2 0 4 S 2 • 0.14 ethyl acetate: 


Found 


C, 55.82; 
C, 55.53; 


H, 6.02; 
H, 6.01; 


N, 6.66; 
N, 6.63; 


S, 15.24; 
S, 14.91. 



EXAMPLE 4 

15 

KS-^tR^jya.gagll-Octahydro^-^-mercapto-l-oxo-S-phenylpropyQaminol-S-oxopyrrolog^-bjtl ,3]oxazepine- 
7-carboxylic acid 

a) (S)-2-Phthalimido-5-oxo-5-(phenylmethoxy)pentanoic acid 

20 

[0088] To a solution of y-benzyt-L-glutamate (17.49 g M 73.70 mmol.) in aqueous (180 ml.) sodium carbonate (7.81 
g., 73.70 mmol.) and dioxane (120 ml.) was added N-carbethoxyphthalimide (16.50 g., 75.27 mmol., 1.02 eq.). After 
stirring at room temperature for 4.5 hours, The reaction mixture was acidified with 6N hydrochloric acid (30 ml.) and 
extracted into ethyl acetate (2 x 400 ml.). The combined ethyl acetate extracts were washed with 50% brine (200 ml.), 

25 and brine (200 ml.), dried over sodium sulfate, filtered, concentrated and dried in vacuo to yield a crude oil (41 .4 g.). 
To a solution of the crude residue in ethyl ether (100 ml.) was added dicyclohexylamine (14 ml.). After standing in the 
refrigerator overnight, the ethyl ether was removed by rotary evaporation and the oily residue was crystallized from 
ethyl acetate/ hexane. The resulting precipitate was collected by filtration, washed with hexane and dried in vacuo to 
yield 21 .21 g. of the title product as the dicyclohexyl amine salt. A suspension of this dicyclohexylamine salt in ethyl 

30 acetate (200 ml.) was washed with 5% potassium bisulfate (3 x 50 ml.), brine (50 ml.) and dried over magnesium 
sulfate, filtered and concentrated to yield 13.5 g. of the title product as a white foam. TLC: (3% acetic acid in 9:1 ethyl 
acetate:heptane) Rf = 0.30. 

b) (S)-2-Phthalimido-5-oxo-5-(phenylmethoxy)pentanoic acid, methyl ester 

35 

[0089] To a solution of the product from part (a) (13.22 g., 36.0 mmol.) and cesium carbonate (5.86 g., 1 8.0 mmol.) 
in dimethylformamide (1 00 ml.) was added iodomethane (8.1 ml., 129.6 mmol., 3.6 eq.). The yellow solution was stirred 
for 2.5 hours, and was then partitioned between ethyl acetate (300 ml.) and water (250 ml.). The ethyl acetate extract 
was washed with 5% sodium bicarbonate (200 ml.) and brine, dried over magnesium sulfate, filtered and concentrated 
40 to yield 13.68 g. a yellow oil. The residue was purified by chromatography on a 5 x 20 cm. silica gel column eluting 
with 30% ethyl acetate/hexane. The desired fractions were combined and concentrated to yield 10.0 g of the title 
product. TLC (1:1, ethyl acetate: hexane) R f = 0.45. 

c) (S)-2-Phthalimido-4-(carboxy)butanoic acid, methyl ester 

45 

[0090] To a solution of the product from part (b) (10.0 g. f 26.22 mmol.) in ethyl acetate (115 ml.) was added 20% 
palladium hydroxide on carbon catalyst (1 .90 g.) and the resulting suspension was stirred under hydrogen atmosphere 
(balloon) for 2.5 hours. The mixture was filtered, washed thoroughly with ethyl acetate, concentrated and dried in vacuo 
to yield 7.29 g. of crude title product as a white solid; m.p. 1 37-1 38°C. TLC (1 0% methanol/ methylene chloride) R f = 
so 0.43. 

d) (S)-2-Phthalimido-5-oxo-5-(ethylthio)pentanoic acid, methyl ester 

[0091] To a solution of the product from part (c) (7.27 g., 24.95 mmol.) in methylene chloride (125 ml.) at 0° C under 
55 argon was added ethanethiol (4.81 ml., 64.92 mmol., 2.6 eq), 4-dimethylaminopyridine (609 mg., 4.99 mmol., 0.2 eq.) 
and ethyl-3-(3-dimethylamino)propyl carbodiimide, hydrochloride salt (5.27 g., 27.47 mmol., 1.1 eq.). After stirring at 
0° C for 2 hours and at room temperature for 1 hour the reaction was concentrated, diluted with ethyl acetate (400 ml.) 
and washed with 5% potassium bisulfate (200 ml.), saturated sodium bicarbonate (200 ml.), and brine (200 ml.), dried 
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over sodium sulfate, filtered, concentrated and dried in vacuo to yield 8.30 g. of title product as a crude oil. 
TLC (1:1, ethyl acetate:hexane) R, = 0.47. 

e) (S)-2-Phtha(imido-5-oxopentanoic acid, methyl ester 

5 ~ 

[0092] A suspension of the product from part (d) (8.30 g., 24.75 mmol.) and 10% palladium on carbon (1 .24 g.) in 
acetonitrile (150 ml.) under argon was treated dropwise with triethylsilane (7.91 ml., 49.5 mmol., 2 eq.). After stirring 
at room temperature for 45 minutes, the mixture was filtered, concentrated and dried in vacuo . The crude residue was 
purified by chromatography on a 5 x 25 cm silica gel column eluting with 25% ethyl acetate/ hexane (41 .) followed by 
10 35% ethyl acetate/hexane (21 .). The desired fractions were combined to yield 5.60 g. of title product. 
TLC (1:1, ethyl acetate: hexane) R, = 0.32. 

f) (S)-2-Phthalimido-5,5-dimethoxypentanoic acid, methyl ester 

15 [0093] A solution of the product from part (e) (5.60 g., 20.34 mmol.) in methanol (60 ml.) and methylene chloride (40 
ml.) was treated with trimethylorthoformate (3.8 ml, r 34.59 mmol., 1.7 eq.) and p-toluenesulfonic acid monohydrate 
(280 mg.). After stirring at room temperature for 1 .5 hours the reaction was quenched with 2 ml. of saturated sodium 
bicarbonate, concentrated, and partitioned between ethyl acetate (400 ml.) and water (100 ml.). The ethyl acetate 
extract was washed with saturated sodium bicarbonate (1 00 ml.), brine (1 00 ml.), dried over magnesium sulfate, filtered 

20 and concentrated to a crude oil. The crude residue was purified by chromatography on a 5 x 20 cm silica gel column 
eluting with 30% ethyl aceatate/hexane (21 .). The desired fractions were combined, concentrated and dried in vacuo 
to yield 6.20 g. of title product. ~~ 
TLC (1:1, ethyl acetate: hexane) = 0.40. 

25 g) (S)-2-Amino-5,5-dimethoxypentanoic acid, methyl ester 

[0094] A solution of the product from part (f) (6.1 6 g., 19.1 8 mmol.) in methanol (125 ml.) was treated with hydrazine 
monohydrate (0.98 ml., 20.14 mmol., 1 .05 eq). After stirring at room temperature for 6 days, the resulting slurry was 
filtered, concentrated, triturated in methylene chloride, filtered, concentrated and dried in vacuo to afford 3.57 g. of title 
30 product as a cloudy oil. 

TLC (10% methanol in methylene chloride) R, = 0.41 . 

h) [S-(R*,R*)]-2-f[2-Phthalimido-4-(triphenylmethoxy)-1 -oxobutyl]amino1-5,5-dimethoxypentanoic acid, methyl ester 

35 [0095] A solution of (S)-2-phthalimido-4-(triphenylmethoxy)butanoic acid, triethylamine salt [prepared as described 
in Example 1 (b), 11 .62 g., 1 9.60 mmol., 1 .05 eq.] in methylene chloride (1 00 ml.) at 0° C was treated with benzotriazol- 
1-yloxytris(dimethylamino)phosphonium hexafluorophosphate reagent (8.67 g., 19.60 mmol., 1.05 eq.). The mixture 
was stirred for 45 minutes at 0° C, then treated with a solution of the product from part (g) (3.57 g., 18.67 mmol.) in 
methylene chloride (50 ml.). After 10 minutes at 0° C and 2 hours at room temperature, the solution was partitioned 

40 between ethyl acetate (300 ml.) and water (100 ml.). The ethyl acetate layer was washed with 50% saturated sodium 
bicarbonate (100 ml.) and brine (100 ml.), dried over magnesium sulfate, filtered and concentrated. The residue was 
purified by chromatography on a 5 x 25 cm silica gel column eluting with 1:1 ethyl acetate/hexane affording 8.58 g. of 
title product. TLC (1:1, ethyl acetate: hexane) Rf = 0.20. 

45 i) [S-(R # ,R*)]-2-f(2-Phthalimido-4-hydroxy-1-oxobutyl)amino]-5,5-dimethoxypentanoic acid, methyl ester 

[0096] A solution of the product from part (h) (8.58 g., 12.91 mmol.) in methanol (100 ml.) was treated with p-tolu- 
ensulfonic acid monohydrate (850 mg ). After stirring at room temperature for 3.5 hours, the mixture was partitioned 
between ethyl acetate (200 ml.) and 10% saturated sodium bicarbonate (100 ml.). The phases were separated and 
50 the aqueous layer was extracted again with ethyl acetate (100 ml.). The combined ethyl acetate extracts were washed 
with brine, dried over magnesium sulfate, filtered and concentrated. The residue was purified by chromatography on 
a 5 x 20 cm silica gel column eluting with 8:2 ethyl acetate: hexane (11 .) followed by 1% methanol in ethyl acetate (21 .). 
The desired fractions were combined, concentrated and dried in vacuo to yield 4.33 g. of title product. 
TLC (8:2 ethyl acetate:hexane) R, = 0.21 . 

55 

j) [4S-(4a7a,9a3]>Octahydro-4-phthalimido-5-oxopyrrolo[2,1-b][1 ,3]oxazepine-7-carboxylic acid, methyl ester 
[0097] A solution of the product from part (i) (1 .89 g., 4.48*mmol.) in methylene chloride (90 ml.) was treated with 
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Amberryst® 15 ion exchange resin (400 mg., pre-washed successively with 6N hydrochloric acid, water, tetrahydrofuran 
and methylene chloride). After stirring at room temperature for 3 hours the solution was filtered, concentrated and flash 
chromatographed on a 5 x 1 5 cm silica gel column eluting with 6:4 ethyl acetate:hexane to afford 1 .51 g. of title product 
as a white foam. 
5 TLC (8:2 ethyl acetate: hexane) R f = 0.32. 

k) [4S-(4a,7a t 9aB)]-4-Amino-octahydro-5-oxopyrrolof2 i 1-bin,31oxazepine-7-carboxvlic acid, methyl ester 

[0098] The product from part (j) (764 mg., 2.13 mmol.) in methanol (15 ml.) was treated with hydrazine monohydrate 
10 (109 u.1., 2.24 mmol., 1.05 eq.) and the solution was stirred at room temperature for 4 days. The mixture was filtered 
and the solid was washed with methanol. The filtrate was concentrated, triturated with methylene chloride, filtered 
again and concentrated. The residue was purified by chromatography on a 2 x 1 5 cm silica gel column eluting with 3% 
methanol in methylene chloride (31 .) followed by 1 0% methanol in methylene chloride (11.). The desired fractions were 
combined and concentrated to afford 451 mg, of title product as an oil. 
*s TLC (10 % methanol in methylene chloride) 
R f =0.18. 

I) [4S-[4a(R*) t 7a ( 9aP]]-Octahydro-4-[[2-(acetylthio)-1 -oxo-3-phenylpropy1]amino]-5-oxopyrrolo[2, 1 -b][1 ,3]oxazepine- 
7-carboxylic acid, methyl ester 

[0099] A suspension of the dicyclohexylamine salt of (S)-2-acetylthio-3-benzenepropanoic acid [prepared as de- 
scribed in Example 1(h), 870 mg., 2.14 mmol., 1.14 eq.] in ethyl acetate (70 ml.) was washed with 5% potassium 
bisulfate (5 x 20 ml.), 50% brine (20 ml.), and brine (20 ml.), dried (anhydrous sodium sulfate), filtered, concentrated 
and dried in vacuo overnight to give (S)-2-(acetylthio)benzenepropanoic acid. 

25 [0100] This free acid was dissolved in dry methylene chloride (10 ml.), cooled to 0° C (ice-salt bath) and treated with 
triethylamine (298 2.14 mmol.) followed by a solution of the product from part (k) (430 mg., 1 .88 mmol.) in methylene 
chloride (10 ml.) and benzotriazol-l-yloxytris(dimethylamino) phosphonium hexafluorophosphate (947 mg., 2.14 
mmol., 1.14 eq.). The resultant solution was stirred at 0° C for 50 minutes then at room temperature for 3 hours. The 
reaction mixture was concentrated, diluted with ethyl acetate (150 ml.), washed with 0.5 N hydrochloric acid (50 ml.), 

30 water (50 ml.), saturated sodium bicarbonate (50 ml.), water (50 ml.) and brine (50 ml.), dried (anhydrous magnesium 
sulfate), filtered, and evaporated to dryness. The crude product was adsorbed onto Celite® and chromatographed on 
a silica gel column (5 x 10 cm), eluting with 60% ethyl acetate/hexane (31 .). The desired fractions were combined and 
concentrated, affording 779 mg. of pure title product. TLC (6:4, ethyl acetate:hexane) R, = 0.17. 

35 m)[4S-[4a(R*),7a t 9a,p]]-Qctahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxopyrrolo[2,1>b][1 l 3]oxazepine- 
7-carboxylic acid 

[0101] A solution of the product from part (1 ) (754 mg., 1 .74 mmol.) in methanol (15 ml.) was purged with argon for 
30 minutes, cooled to 0°C (ice-salt bath) then treated dropwise with a previously purged (argon, 30 minutes) solution 

40 of 1 .0 N sodium hydroxide (12 ml.) maintaining the bubbling of argon throughout the addition and length of the reaction. 
The reaction mixture was stirred at 0°C for 3 hours, acidified at 0°C with 5% potassium bisulfate to pH 1 then extracted 
with ethyl acetate (3 x 1 00 ml.). The combined organic extracts were washed with 50% brine (1 00 ml.), brine (1 00 ml.), 
dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo to yield a white foam. The residue 
was purified by chromatography on a 2.5 x 15 cm silica gel column eluting with ethyl acetate (500 ml.) and 0.3% acetic 

45 acid in ethyl acetate (11 .). The desired fractions were concentrated, stripped with chloroform and dried in vacuo over- 
night at 50° C over phosphorus pentoxide to yield the title product as a white foam; m.p. 88 - 92°C; [a] D = -63.8° (c = 
1 .0, methanol). 

TLC (1% acetic acid in ethyl acetate) R f = 0.24. 

1 H-NMR:400 MHz; CDCI 3 : 5 1.80-2.31 (m's, 7H), 3.10 (m, 1H), 3.27 (m, 1H), 3.63 (m, 1H), 4.0 (m, 1H), 4.20 (m, 1H), 
50 4.49 (m, 1 H), 4.75 (m, 1 H), 5.23 (m, 1 H), 7.1 9 - 7.30 (m's, 5H), 7.52 (d, 1 H, J = 6 Hz). 

13 C-NMR: 100 MHz; CDCI 3 :5 26.4, 32.0, 32.6,41.2,44.2,53.0, 59.4, 70.6,89.47, 126.9, 128.4, 129.3, 137.4, 171.2, 
171.6, 174.8. 



55 



Anal, calc'd. for C 18 




• 0.85 H 2 0: 




| C, 54.91; 


H, 6.07; 


N, 7.12; 


S.8.14 


Found ! C, 54.85; 


H, 5.68; 


N. 7.18, 


S.8.14. 
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HPLC: t R = 13.5 min (96.7%, UV 220); YMC S-3 ODS (C-18) 6.0 x 150 mm; 30% B:A - 100% B:A, 25 minute linear 
gradient (A = 90% water/methanol + 0.2% phosphoric acid B = 90% m etna not/water +0.2% phosphoric acid) flow rate 
at 1.5 ml./min. 

5 EXAMPLES 

[4S-f4a(R*),7a t 9ap]]-Octahydro-4-r(2-m^ 
7-carboxylic acid 

10 a) fS-tR^^R^l^-^-Phthalimido^-Cacetylthioj-l-oxobutvllaminol-S.S-dimethoxypentanoic acid, methyl ester 

[0102] A 0°C solution of triphenylphosphine (1 .26 g., 4.79 mmol., 1 .5 eq.) in dry tetrahydrofuran (15 ml.) was treated 
with diisopropyl azodicarboxylate (943 pi, 4.79 mmol.). The resultant white slurry was stirred for 30 minutes and then 
treated with a solution of [S-(R*,R*)]-2-[(2-phthalimido-4-hydroxy-1-oxobutyl)amino]-5,5-dimethoxypentanoic acid.me- 

is thyl ester [prepared as described in Example 4(i), 1 .35 g., 3.20 mmol.] in dry tetrahydrofuran (15 ml.) followed by neat 
thiolacetic acid (343 uX, 4.79 mmol.). The mixture was stirred at 0°C for 1 .5 hours and then partitioned between ethyl 
acetate (150 ml.) and 50% sodium bicarbonate (100 ml.). The ethyl acetate layer was washed with brine, dried over 
magnesium sulfate, filtered, concentrated, adsorbed onto Celite® and dried in vacuo . The crude material was purified 
by chromatography on a 2.5 x 1 5 cm silica gel column eluting with 1 :1 ethyl acetate :hexane (1 1 .) and 6:4 ethyl acetate: 

20 hexane (11 .). The desired fractions were combined, concentrated and dried in vacuo affording 1 .35 g. of title produce 
as an oil. TLC (8:2, ethyl acetate: hexane) R f = 0.42. 

b) [S-(R # ,R*)]'2-[(2-Phthalimido-4'mercapto-1-oxobutyl)amino]'5,5-dimethoxypentanoic acid, methyl ester 

25 [0103] A de-oxygenated (argon bubbling) solution of the product from part (a) (1 .33 g. ( 2.76 mmol.) in methanol (25 
ml.) at 0° C was treated with sodium methoxide (25% by weight in methanol, 1 .52 ml,, 6.63 mmol., 2.4 eq.). After 3 
minutes, the mixture was quenched with saturated ammonium chloride (3 ml.), diluted with water, and extracted with 
ethyl acetate (100 ml.). The ethyl acetate extract was washed with water (50 ml.) and brine (50 ml.), dried over sodium 
sulfate, filtered and concentrated. The residue was purified by chromatography on a 5 x 1 5 cm silica gel column eluting 

30 with 1 ; 1 (31 .) followed by 8:2 (21 .) ethyl acetate:hexane. The desired product containing fractions were combined and 
concentrated to yield 853 mg. of title compound as an oil. TLC (8:2, ethyl acetate:hexane) R, = 0.43. 

c) [4S-(4a,7a,9a&)]-Octahydro-4-phthalimido-5-oxopyrrolo[2 > 1-bl[1,3]thiazepine-7-carboxylic acid, methyl ester 

35 [0104] A solution of product from part (b) (847 mg., 1.93 mmol.) in methylene chloride (20 ml.) was treated with 
Amberlyst® 15 ion exchange resin (700 mg., p re-washed successively with 6N hydrochloric acid, water, tetrahydrofuran 
and methylene chloride). After stirring at room temperature for 17 hours the solution was filtered, concentrated and 
flash chromatographed on a 2.5 x 15 cm silica gel column eluting with 1 :1 ethyl acetate:hexane to afford 691 mg. of 
title product as a white foam. 

40 TLC (8:2 ethyl acetate:hexane) R f = 0.48. 

d) ^S^ayg^aPjM-Amino-octahydro-S-oxopyrrolog.l-bltl^lthiazepine^-carboxylic acid, methyl ester 

[01 05] The product from part (c) (899 mg., 2.40 mmol.) in methanol (1 7 ml.) was treated with hydrazine monohydrate 
^5 (122 2.52 mmol., 1 .05 eq.) and the solution was stirred at room temperature for 3 days. The mixture was filtered 
and the solid was washed with methanol. The filtrate was concentrated, triturated with methylene chloride, filtered 
again, concentrated, and dried in vacuo to yield 572 mg. of title product as a cloudy oil. TLC (10% methanol in methylene 
chloride) R f = 0.13. 

50 e) KS-^tR^yg^aM-Octahydro^-f^-tacetylthioj-l -oxo-3-phenylpropyl]aminol-5-oxopyrrolo[2,1 -b)[1 ,3]thiazepine- 
7-carboxylic acid, methyl ester 

[0106] A suspension of the dicyclohexylamine salt of (S)-2-(acetylthio)benzenepropanoic acid [prepared as de- 
scribed in Example 1 (h), 1.045 g., 2.58 mmol., 1.1 eq] in ethyl acetate (100 ml.) was washed with 5% potassium 
55 bisulfate (5 x 25 ml.), 50% brine (25 ml.), and brine (25 ml.), dried (anhydrous sodium sulfate), filtered, concentrated 
and dried in vacuo for one hour to give (S)-2-(acetylthio)-benzenepropanoic acid. 

[0107] This free acid was dissolved in dry methylene chloride (1 0 ml.), cooled to 0°C (ice-salt bath) and treated with 
triethylamine (360 u.l.,2.58 mmol.), benzotriazoM-yloxytris(dimethylamino)phosphonium hexafluorophosphate (1.141 
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g., 2.58 mmol.) and then a solution of the product from part (d) (572 mg, 2.34 mmol.) in methylene chloride (10 ml.). 
The resultant solution was stirred at 0°C for 30 minutes then at room temperature for 2.5 hours. The reaction mixture 
was concentrated, diluted with ethyl acetate (100 ml.) washed with 0.5 N hydrochloric acid (50 ml.), water (50 ml.), 
saturated sodium bicarbonate (50 ml.), water (50 ml.) and brine (50 ml.), dried (anhydrous magnesium sulfate), filtered, 
5 and evaporated to dryness. The crude product was adsorbed onto Celite® and chromatographed on a silica gel column 
(5 x 1 0 cm), eluting with 25%(51 .), 30%(21 .), 35%(21 .), and 40%(21 .) ethyl acetate/hexane. The mixed fractions were 
combined and rechromatographed eluting with the same gradient. The desired fractions were combined and concen- 
trated, affording 490 mg. of pure title product. 
TLC (1:1, ethyl acetate :hexane) Rf = 0.16. 

10 

i) [4S-[4g(R*),7g,9a[^Octahydro-4-[(2-mercapto-1 -oxo-3-phenylpropyl)amino]-5-oxopyrrolo[2,1 -b] [1 ,3] thiazepine- 
7-carboxylic acid 

[0108] A solution of the product from part (e) (490 mg., 1 .09 mmol.) in methanohtetrahydrofuran (8 ml.: 4 ml.) was 
is purged with argon for 30 minutes, cooled to 0°C (ice-saft bath) then treated dropwise with a previously purged (argon, 
30 minutes) solution of 1 .0 N sodium hydroxide (1 0 ml.) maintaining the bubbling of argon throughout the addition and 
length of the reaction. The reaction mixture was stirred at 0°C for 3 hours, acidified at 0°C with 5% potassium bisulfate 
to pH 2 then extracted with ethyl acetate (3 x 75 ml.). The combined organic extracts were washed with brine (75 ml.), 
dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo to yield a white foam (489 mg.). 
20 The residue was purified by chromatography on a 2.5 x 1 5 cm silica gel column eluting with 9:1 ethyl acetate: heptane 
(400 ml.) and 0.5% acetic acid in 9:1 ethyl acetate: heptane (11.). The desired fractions were concentrated, stripped 
with methylene chloride/heptane and dried in vacuo to yield 428 mg. of product. The pure material was recrystallized 
from a mixture of ethyl acetate/methanol/hexane. The crystals were collected by filtration, washing thoroughly with 
ethyl ether, and dried in vacuo overnight at 40°C over phosphorus pentoxide to yield 305 mg. of title product as white 
25 crystals; m.p. 206 - 208°C; [a] D = -96.3° (c = 1 .0, methanol). 
TLC (5% acetic acid in 9:1 ethyl acetate: heptane) Rf = 0.29. 

1 H-NMR: 400 MHz; CDCI 3 w/ 2 drops CD 3 OD: 8 1 .94(m, 1 H), 2.02(d, 1 H, J = 9 Hz), 2.08(m, 1 H), 2.20 - 2.55(m's, 4H), 
2.95(m, 1H), 3.08(m, 1H), 3.23 (m, 1H), 3.27 (m, 1H), 3.59 (m, 1H), 4.54 (t, 1H, J = 7.3 Hz), 4.60 (m, 1H), 5.23 (m, 
1H), 7.18 - 7.34 (m's, 5H), 7.63 (d, 1H, J = 6 Hz). 
30 13Q-NMR: 100 MHz; CDCI 3 w/ 2 drops CD 3 OD: 5 27.6, 31 .1 , 32.1 , 32.9, 41.1, 44.0, 52.8, 60.4, 62.2, 126.77, 128.3, 
129.0,137.4, 170.2, 171.4, 172.6. 
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Anal, calc'd. forC 18 H 


22 N 2°4 S 2 * 0 08 H 2° : 


Found: 


C, 54.60; 
C, 54.65; 


H, 5.64; 
H, 5.54; 


N, 7.07; 
N, 7.02, 


S, 16.19 
S, 15.80. 



HPLC: t R = 13.0 min (98.8%, UV 220); YMC S-3 ODS (C-18) 6.0 x 150 mm; 40% B:A - 100% B:A, 25 minute linear 
gradient (A = 90% water/methanol + 0.2% phosphoric acid; B = 90% methanol/water + 0.2% phosphoric acid); flow 
40 rate at 1 .5 ml/min. 

EXAMPLE 6 

[4S-[4a(R*) t 7a,9aP)]]-Octahydro>4-[(2-mercapto-1 -oxo-3-phenylpropyl)amino]-5-oxopyrrolo[2,1 -b][1 ,3] thiazepine- 
45 7-carboxylic acid 

[0109] The product of Example 5 was also prepared as follows: 

a) N-[(Phenylmethoxy)carbonyl]-L-homoserine 

50 

[0110] N-(Benzyloxycarbonyloxy)succinimide (23.57 g., 94.58 mmol.) was added to a solution of L-homoserine 
(10.24 g., 85.98 mmol.) and sodium bicarbonate (7.95 g., 94.58 mmol., 1.1 eq.) in a mixture of water (100 ml.) and 
acetone (100 ml.). The mixture was stirred at room temperature overnight. The acetone was removed under reduced 
pressure (rotovap) and the aqueous solution was washed with methylene chloride (2 x 75 ml.). The aqueous layer was 
55 then acidified to pH 2 by addition of 6N hydrochloric acid and extracted with ethyl acetate (2 x 250 ml.). The combined 
ethyl acetate layers were washed with water (2 x 100 ml.) and brine, dried over sodium sulfate, filtered, concentrated 
and dried in vacuo to afford 19.54 g. of title product as a white solid. TLC (ethyl acetate :n-butano I: acetic acid:water; 
2:1:1:1) R, = 0.74 
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b) N-[(Phenylmethoxy)carbonyl]-Q-(triphenylmethyl)-L-homoserine 

[0111] To a suspension of the product from part (a) (19.51 g., 77.04 mmol.) in chloroform (250 ml.) was added 
triethylamine (12.35 ml., 88.59 mmol., 1 .15 eq.). The homogeneous mixture was treated with triphenylmethyl chloride 

5 (24.70 g., 88.59 mmol.) and the reaction was stirred for 3 hours. The reaction mixture was concentrated under reduced 
pressure (rotovap), partitioned between ethyl acetate (400 ml.) and 5% potassium bisulfate (200 ml.). The ethyl acetate 
layer was washed with 5% potassium bisulfate (200 ml.), water (2 x 200 ml.), and brine (200 ml.), dried over sodium 
sulfate, filtered, and concentrated to yield 45.4 g. material. The residue was chromatographed on a 10 x 30 cm silica 
gel column eluting with 6:4 ethyl acetate:hexane (21 .) followed by 1% acetic acid in 8:2 ethyl acetate:hexane to give 

10 8.76 g. of pure title compound. 

c) (S)-2-Amino-5,5-dimethoxypentanoic acid, methyl ester 

[0112] (S)-2-Phthalimido-5,5-dimethoxypentanoic acid, methyl ester [prepared as described in Example 4 (f), 3.35 
15 g., 10.43 mmol.) in methanol (70 ml.) was treated with hydrazine monohydrate (531 uJ., 10.95 mmol., 1 .05 eq.) and 
the solution was stirred at room temperature for 6 days. The mixture was filtered and the solid was washed with meth- 
anol. The filtrate was concentrated, triturated with methylene chloride, filtered again, concentrated, and dried in vacuo 
to yield 1 .89 g. of title product as a cloudy oil. 
TLC (10% methanol in methylene chloride) Rf = 0.39. 

20 

d) [S-(R*,R*)]-2-[[2-[[(Phenylmethoxy)carbonyl]amino]-4-(triphenylmethoxy)-1-oxobutyl]amino]- 
5,5-dimethoxypentanoic acid, methyl ester 

[0113] A solution of the product from part (b) (5.28 g., 10.65 mmol., 1.1 eq.) in dry methylene chloride (50 ml.) at 0° 
25 c was treated with triethylamine (1 .48 ml., 1 0.65 mmol.), followed by the product from part (c) (1 .85 g. t 9.68 mmol.) in 

dry methylene chloride (30 ml.) and benzotriazol-1-yloxytris(dimethylamino)-phosphonium hexafluorophosphate (4.71 

g., 1 0.65 mmol., 1 .1 eq.). The mixture was stirred for 1 hour at 0°C and then stirred at room temperature for 2 hours. 

The reaction mixture was partitioned between ethyl acetate (300 ml.) and water (1 50 ml.). The ethyl acetate layer was 

washed with 50% saturated sodium bicarbonate (200 ml.) and brine (2 x 200 ml.), dried over magnesium sulfate, 
30 filtered, concentrated, adsorbed onto Celite® and purified on a 7 x 20 cm silica gel column eluting with 40% ethyl 

acetate/hexane (31 .), followed by 50% (21 .) ethyl acetate/hexane affording 4.84 g. of title product. 

TLC (ethyl acetate: hexane, 1:1) R f = 0.22. 

e) [S-(R*,R*)]-2-[[2-[[(Phenylmethoxy)carbonynamino]-4'hydroxy-1-oxobutyl]amino]-5,5'dimethoxypentanoic acid, 
35 methyl ester 

[0114] A solution of the product from part (d) (4.80 g., 7.18 mmol.) in methanol (70 ml.) was treated with p-tolue- 
nesulfonic acid monohydrate (300 mg.). After stirring at room temperature for 2 hours, the mixture was partitioned 
between ethyl acetate (400 ml.) and 25% saturated sodium bicarbonate (200 ml.). The phases were separated and 
40 the aqueous layer was extracted again with ethyl acetate (1 00 ml.). The combined ethyl acetate extracts were washed 
with brine, dried over magnesium sulfate, filtered and concentrated. The residue was purified by chromatography on 
a 5 x 20 cm silica gel column eluting with 7:3 (1 1 .), 8:2 (1 1 .) ethyl acetate.hexane followed by 1 0% methanol in ethyl 
acetate (21.). The desired fractions were combined, concentrated and dried in vacuo to yield 2.92 g. of title product. 
TLC (ethyl acetate:hexane, 8.2) R, = 0.09. 

45 

f) [S-(R^R*)]-2-[I2-[[(Phenylmethoxy)carbon^ acid, 
methyl ester 

[01 15] A 0° C solution of triphenylphosphine (3.06 g., 11 .65 mmol., 1 .7 eq.) in dry tetrahydrofuran (40 ml.) was treated 
50 with diisopropyl azodicarboxylate (2.29 ml., 11 .65 mmol.). The resultant white slurry was stirred for 30 minutes and 
then treated with a solution of the product from part (e) (2.92 g., 6.85 mmol.) in dry tetrahydrofuran followed by neat 
thiolacetic acid (833 ul, 11 .65 mmol.). The mixture was stirred at 0° C for 2 hours and then partitioned between ethyl 
acetate (300 ml.) and 50% sodium bicarbonate (200 ml.). The ethyl acetate layer was washed with brine, dried over 
magnesium sulfate, filtered, concentrated, adsorbed onto Celite® and dried in vacuo . The crude material was purified 
55 by chromatography on a 5 x 20 cm silica gel column eluting with 1:1 ethyl acetate: hexane (31 .). The desired fractions 
were combined, concentrated and dried in vacuo affording 2.58 g. of title product as an off-white solid. TLC (ethyl 
acetate:hexane, 8:2) R, = 0.40. 
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g) [S-^R*)]-2-[[2-[I(Phenylmethoxy)carbonyl]amin^ acid, 
methyl ester 

[0116] A de-oxygenated (argon bubbling) solution of the product from part (f) (2.56 g., 5.28 mmol.) in methanol (50 
ml.) at 0° C was treated with sodium methoxide (25% by weight in methanol, 3.62 ml., 15.84 mmol., 3 eq.). After 10 
minutes, the mixture was quenched with saturated ammonium chloride (40 ml.), diluted with water (100 ml.), and 
extracted with ethyl acetate (300 ml.). The ethyl acetate extract was washed with water (100 ml.) and brine (150 ml.), 
dried over magnesium sulfate, filtered and concentrated. The residue was purified by chromatography on a 5 x 20 cm 
silica gel column eluting with 1 :1 (31 .) ethyl acetate: hexane. The desired compound was combined and concentrated 
to yield 1 .99 g. of title product as an oil. TLC (ethyl acetate:hexane, 8:2) = 0.43. 

h) [4S-(4a,7a,9ap)]-Octahydro-4-[[(phenylm^ 
acid, methyl ester 

[0117] A solution of the product from part (g) (2.16 g., 4.88 mmol.) in methylene chloride (50 ml.) was treated with 
Amberlyst® 15 ion exchange resin (620 mg. p pre-washed successively with 6N hydrochloric acid, water, tetrahydrofuran 
and methylene chloride). After stirring at room temperature for 3 hours the solution was filtered, concentrated and flash 
chromatographed on a 5 x 20 cm silica gel column eluting with 6:4 ethyl acetate: hexane to afford 1 .34 g. of title product 
as a white foam. TLC (ethyl acetate: hexane, 8:2) Rj = 0.51 . 

i) [4S-(4a,7a,9a3)]'4-Amino-octahydro-5-oxopyrrolo[2 t 1-b][1 > 3]thiazepine-7-carboxylic acid, methyl ester 

[0118] A solution of the product from part (h) (1.20 g., 3.17 mmol., stripped with toluene three times and dried in 
vacuo overnight] in dry methylene chloride (40 ml.) was treated with iodotrimethylsilane (632 ul, 4.44 mmol., 1 .4 eq.) 
and stirred at room temperature under argon for 1 .5 hours. The mixture was quenched with water (50 ml.), treated with 
1 0% hydrochloric acid (5 ml., pH 1) and washed with ethyl acetate (50 ml.). The aqueous phase was treated with with 
1 0% sodium hydroxide and extracted with methylene chloride (three times). The pooled extracts were dried over sodium 
sulfate, filtered, concentrated, and dried in vacuo to yield a 396 mg. of title product as a clear oil. TLC (10% methanol 
in methylene chloride) R f = 0.10. 

j) [4S-[4a(R*),7g,9aP]]-Octahydro-4-[(2-merc 
7-carboxylic acid 

[0119] A solution of (S)-2-(acetylthio)benzene-propanoic acid in dry methylene chloride was treated with triethyl- 
amine. A solution of the product from part (i) in methylene chloride was then added followed by benzotriazol-1-yloxy- 
tris-(dimethylamino)phosphonium hexafluorophosphate. The resultant solution was worked-up as described in Exam- 
ple 5(e) to give [4S-[4a(R*),7a,9ap]]-octahydro-4-[[2-(acetylthio)-1-oxo-3-phenylpropyl]amino]-5-oxopyrrolo[2,1-b] 
[1,3)thiazepine-7-carboxylic acid, methyl ester. 

[0120] A suspension of this methyl ester product in methanol:tetrahydrofuran, purged with argon, was cooled to 0° 
C and treated with a previously purged solution of 1 .0 N sodium hydroxide. Work-up as described in Example 5(f) gave 
the title product. 

EXAMPLE 7 

[4S-[4a(R*)7a,9ap]1-Octahydro-4-[(3-cyclohexyl-2-mercapto-1-oxopropyl)amino]-5-oxopyrrolo[2,1-b][1,3]thi^ 
7-carboxylic acid 

a) [4S-(4g,7a,9a|3)]-4-Amino-octahydro-5-oxopyrrolo-[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester, p- 
toluenesulfonic acid salt 

[0121] A solution of [4S-(4a,7a,9aP)]-octahydro-4-[[(phenylmethoxy)carbonyl]amino]-5-oxopyrrolo[2,1-b][1 ,3]thi- 
azepine-7-carboxylic acid, methyl ester [prepared as described in Example 6(h), 738 mg., 1.95 mmol., stripped three 
times with toluene and dried in vacuo overnight) in dry methylene chloride (25 ml.) was treated with iodotrimethylsilane 
(389 U.I., 2.73 mmol., 1 .4 eq.) and stirred at room temperature under argon. After 2 hours the reaction was treated with 
additional amounts of iodotrimethyl silane (40 u,l.) and stirred for 30 minutes. The mixture was quenched with a 0.4 M 
hydrochloric acid solution of methanol:dioxane(9:1; 9.7 ml.) and stirred for 5 minutes. The volatiles were removed in 
vacuo (Rotovap) and the residue was partitioned between water and ethyl acetate. The separated ethyl acetate layer 
was washed with water and the combined aqueous phase washed with ethyl acetate. The aqueous phase was cooled 
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to 0° C and the pH adjusted to 10.3 (monitored with pH meter) with 1 .0 N sodium hydroxide. The aqueous phase was 
extracted with methylene chloride (three times) and the aqueous phase was then saturated with salt and extracted 
again with methylene chloride (three times). The pooled extracts were dried over sodium sulfate, filtered, concentrated, 
and dried in vacuo to yield 455 mg. of the free amine as a clear oil. TLC (10% methanol in methylene chloride) R f = 0.28. 
5 [0122] This free amine was dissolved in ethyl acetate (5 ml.) and treated with a solution of p-toluenesulfonic acid 
monohydrate (354 mg., 1 eq.) in ethyl acetate (1 ml.). White crystals immediately formed. The cystals were stored in 
refrigerator (5° C) for 30 minutes and then collected by filtration washing well with ethyl ether and drying overnight in 
vacuo to yield 639 mg. of title product as a white solid. 

10 b) (S)-2-(Acetylthio)-3-cyclohexylpropanoic acid, dicyclhexylamine salt 

[0123] A solution of D-phenyialanine (5.20 g., 31 .5 mmol.) in 2 M hydrochloric acid (75 ml.) in a 500 ml. Parr hydro- 
genation flask was purged with nitrogen gas and treated with platinum oxide (640 mg., 2.82 mmol.). Hydrogenation 
was commenced at P c = 42.4 psi in the sealed flask, refilling as necessary. Total hydrogen uptake was 83.4 psi (theory 
is 83.8 psi) over 6 hours. The reaction was purged with nitrogen gas and filtered through Celite®, washing the filter cake 
with hot water. The filtrate was concentrated to about 40 ml. and stored at 5°C overnight. The resulting solids were 
collected, washed with a small amount of cold water and dried in vacuo at 60° C to give 5.46 g. of (R)-2-amino-3-cy- 
clohexylpropanoic acid, hydrochloride salt. 

[0124] To a stirred solution of this hydrochloride salt (2.81 g., 13.5 mmol.) in 2.5 N sulfuric acid (32 ml.) at room 
20 temperature was added potassium bromide (10.0 g., 84 mmol.). The reaction mixture was cooled to -4° C and solid 
sodium nitrite (1.75 g., 25.4 mmol.) was added portionwise over one hour, maintaining the temperature below 0° C. 
The reaction foamed and an oil began to form. After addition was complete, the reaction was stirred for 1 hour and 
then warmed to room temperature and stirred for another hour. The reaction mixture was then extracted twice with 
ether, the extracts were dried (magnesium sulfate), filtered and evaporated to give 2.3 g. of (R)-2-bromo-3-cyclohex- 
25 ylpropanoic acid as a colorless oil. 

[0125] To a stirred slurry of potassium thioacetate (1 .07 g., 9.36 mmol.) in dry acetonitrile (1 5 ml.) at 0°C under argon 
was added a solution of (R)-2-bromo-3-cyclohexylpropanoic acid (2.20 g., 9.36 mmol.) in acetonitrile (3 ml.) over 10 
minutes. The reaction was warmed to room temperature and stirred 16 hours. The resulting slurry was filtered and 
evaporated. The residue was redissolved in ethyl acetate, washed once with 5% potassium bisulfate solution, dried 
30 (sodium sulfate) and evaporated. The oily yellow residue (2.21 g.) was dissolved in ether and treated with a solution 
of dicyclohexylamine (1 .8 ml., 9.0 mmol.) in 5 ml. of ether. Scratching the flask surface with a glass rod provided 2.38 
g. of white crystalline title product; m.p. 159 - 161°C, [a] D = -41.2° (c= 1.0, chloroform). 
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Anal, calc'd. for C 23 H 41 NS0 3 : 


Found: 


C, 67.11; 
C, 66.95; 


H, 10.04; 
H, 10.12; 


N, 3.40; 
N, 3.25; 


S, 7.79 
S, 7.89. 



' c) [4S-[4a(R*),7a,9a3]]-Octahydro-4'[[2-(acetylthio)'3-cyclohexyl-1 -oxopropy)]amino]-5-oxopyrrolo[2,1 -b][1 ,3] 
40 thiazepine-7-carboxylic acid.methyl ester 

[0126] A suspension of the compound (S)-2-(acetylthio)-3-cyclohexylpropanoic acid, dicyclohexylamine salt (285 
mg., 0.69 mmol., 1.05 eq.) in ethyl acetate (15 ml.) was washed with 5% potassium bisulfate (3 x 10 ml.), 50% brine 
(10 ml.), and brine (10 ml.), dried (anhydrous magnesium sulfate), filtered, concentrated, stripped with methylene chlo- 

45 ride (twice) and dried in vacuo for one hour to give (S)-2-(acetylthio)-3-cyclohexylpropanoic acid as an oil. 

[0127] This free acid of was dissolved in dry methylene chloride (5 ml.), cooled to 0° C (ice bath), and treated with 
triethylamine (96 ul, 0.69 mmol., 1 .05 eq.), then the product from part (a) (275 mg., 0.66 mmol.), triethylamine (92 ul, 
0.66 mmol.) and finally benzotriazol-1-yloxytris(dimethyiamino)-phosphonium hexafluorophosphate (305 mg., 0.69 
mmol.). The resultant solution was stirred at 0°Cfor 1 hour then at room temperature for 2 hours. The reaction mixture 

so was concentrated, diluted with ethyl acetate, washed with 5% potassium bisulfate (20 ml.), 50% saturated sodium 
bicarbonate (20 ml.), brine (20 ml.), dried (anhydrous magnesium sulfate), filtered, and evaporated to dryness. The 
crude product was adsorbed onto Celite® and chromatographed on a silica gel column (2.5 x 1 0 cm), eluting with 40% 
(11.) ethyl acetate/hexane. The desired fractions were combined and concentrated, affording 246 mg. of pure title 
product. TLC (ethyl acetate:hexane, 8:2) Rf = 0.53. 

55 
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d) [4S-[4c(R'),7a,9ap]1-Octahydro-4T(3-Cvclohexyl^^^ 
thiazepine-7-carboxylic acid 

[0128] A solution of the product from part (c) (245 mg., 0.54 mmol.) in methanol (6 ml.), purged with argon for 30 
s minutes, cooled to 0°C was treated dropwise with a previously purged (argon, 30 minutes) solution of 1.0 N sodium 
hydroxide (5 ml.) maintaining the bubbling of argon throughout the addition and length of the reaction. The reaction 
mixture was stirred at 0°C for 2 hours, acidified at 0°C with 5% potassium bisulfate to pH 2 then extracted with ethyl 
acetate (3 x 20 ml.). The combined organic extracts were washed with 50% brine (20 ml.), and brine (20 ml.), dried 
(anhydrous magnesium sulfate), filtered, and evaporated to dryness. The residue was purified by chromatography on 
10 a 2.5 x 10 cm silica gel column eluting with 7:3 ethyl acetate: heptane (300 ml.) and 1% acetic acid in 7:3 ethyl acetate: 
heptane (500 ml.). The desired fractions were concentrated, stripped with methylene chloride and dried in vacuo to 
yield 172 mg. of title product as a white foam; [ot] D = -116.9° (c = 0.5, methanol). TLC (1% acetic acid in ethyl acetate) 
R f = 0.35. 

1 H-NMR: 400 MHz; CDCI 3 : 8 0.91 (m, 2H), 1 .22 (m, 3H), 1 .44 (m, 1 H), 1 .55 (m, 1 H), 1 .68 (m's, 5H), 1 .83 (m, 1 H), 1 .97 
15 (m's, 2H), 2.12 (m, 1 H), 2.19 - 2.40 (m's, 3H), 2.53 (m, 1 H), 2.96 (m, 1 H), 3.38 (m's, 2H), 4.62 (t, 1 H, J = 6.8 Hz), 4.70 
(m, 1H), 5.25 (m, 1H), 7..55 (d, 1H, J = 6.4 Hz). 

13 C-NMR: 1 00 MHz; CDCl 3 : 6 26.0, 26.1 , 27.5, 31 .5, 32.3, 33.0, 33.3, 35.2, 40.7, 43.0, 52.9, 60.6, 62.5,1 70.9, 1 72.7, 
175.3. 



20 


Anal, calc'd. for C^^^O^S^. 




| C, 53.98; H, 7.05; 


N, 6.99; 


S, 16.01 




Found: j C, 53.97; H, 7.18; 


N, 6.84, 


S, 15.75. 



25 HPLC: t R = 16 min (>99%, UV 217); YMC S-3 ODS (C-18) 6.0 x 150 mm; 50% B:A - 100% B:A, 25 minute linear 
gradient (A = 90% water/methanol + 0.2% phosphoric acid; B = 90% methanol/water + 0.2% phosphoric acid); flow 
rate at 1 .5 ml/min. 

EXAMPLE 8 

30 

[4S-[4a(R*),7a,9aP]]-Octahydro-4-[(2-mercapto-1-oxoh 
acid 

a) (S)-2-Bromohexanoic acid 

35 

[0129] Potassium bromide (15.9 g., 133 mmol.) was added to a stirred solution of D-norleucine (5.0 g., 38 mmol.) in 
2.5 N sulfuric acid (77 ml.) at room temperature. The reaction mixture was cooled to -10° C. and solid sodium nitrite 
(3.94 g., 57 mmol.) was added portionwise, maintaining the temperature between -10° and -5° C. After addition was 
complete, the foamy reaction was stirred for 1 hour and then warmed to room temperature and stirred for another hour. 
40 The reaction mixture was then extracted twice with ether, the ether extracts were washed once with water, dried (mag- 
nesium sulfate), filtered and evaporated to give 3.3 g. of crude title product. 

b) (S)-2-(Acetylthio)hexanoic acid, dicyclohexylamine salt 

45 [0130] To a stirred slurry of potassium thioacetate (2.11 g., 18.5 mmol.) in 50 ml. of dry acetonitrile at room temper- 
ature under argon was added a solution of the product from part (a) (3.27 g., 1 6.8 mmol.) in 26 ml. of acetonitrile. The 
reaction was stirred 5 hours. The resulting slurry was filtered and evaporated. The residue was redissolved in ethyl 
ether, washed once with 5% potassium bisulfate solution and once with brine, dried (magnesium sulfate) and evapo- 
rated. The residue was dissolved in ether (64 ml.) and treated with dicyclohexylamine (3.4 ml., 1 6.8 mmol.). The ethereal 

so solution was concentrated in vacuo , and triturated from hexanes to give a white solid which was recrystallized from 
ethyl ether/hexanes to give the title product. The mother liquor was concentrated and recrystallized twice to provide a 
total yield of 2.2 g. of title product; m.p. 145-147° C; [a] D = -33.8° (c = 1 .08, chloroform). 

c) [4S-[4g(R*),7a,9ap]]-Octahydro-4-[[2-(acetylthio)-1 -oxohexyl]amino]-5-oxopyrrolo-[2,1 -b][1 ,3]thiazepine- 
55 7-carboxylic acid, methyl ester 

[0131] A suspension of the dicyclohexylamine salt product from part (b) (255 mg., 0.69 mmol., 1.05 eq.) in ethyl 
acetate (15 ml.) was washed with 5% potassium bisulfate (3x5 ml.), and brine (1 0 ml.), dried (anhydrous magnesium 
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sulfate), filtered, concentrated, stripped with methylene chloride (twice), and dried in vacuo for one hour to give the 
free acid as a oil. 

[01 32] This oil was dissolved in dry methylene chloride (6 ml.), cooled to 0° C. (ice bath) and treated with triethylamine 
(96 0.69 mmol., 1.05 eq.) f then [4S-(4a,7a,9aP)]-4-amino-octahydro-5-oxopyrrolo[2,1-b][1 ,3]thiazepine-7-carbox- 

5 ylic acid, methyl ester, p-toluenesulfonic acid salt [prepared as described in Example 7(a), 275 mg., 0.66 mmol.], tri- 
ethylamine (92 uJ., 0.66 mmol.) and finally benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate 
(305 mg., 0.69 mmol.). The resultant solution was stirred at 0° C for one hour then at room temperature for 2 hours. 
The reaction mixture was concentrated, diluted with ethyl acetate, washed with 5% potassium bisulfate (20 ml.), 50% 
saturated sodium bicarbonate (20 ml.), brine (20 ml.), dried (anhydrous magnesium sulfate), filtered, and evaporated 

10 to dryness. The crude product was adsorbed onto Celite® and chromatographed on a silica gel column (2.5 x 1 0 cm), 
eluting with 40% (11 .) ethyl acetate/hexane. The desired fractions were combined and concentrated, affording 258 mg 
of pure title product. TLC (ethyl acetate: hexane, 8:2) R f = 0.54. 

d)[4S44tt(R*),7a,9aP]]-Octahydro-4-[(2-^^ 
15 acid 

[0133] A solution of the product from part (c) (255 mg., 0.54 mmol.) in methanol (5 ml.), purged with argon for 30 
minutes, cooled to 0°C. was treated dropwise with a previously purged (argon, 30 minutes) solution of 1.0 N sodium 
hydroxide (5 ml.) maintaining the bubbling of argon throughout the addition and length of the reaction. The reaction 

20 mixture was stirred at 0° C for 2 hours, acidified at 0 D C with 5% potassium bisulfate to pH 2 then extracted with ethyl 
acetate (3 x 20 ml.). The combined organic extracts were washed with 50% brine (20 ml.) and brine (20 ml.), dried 
(anhydrous magnesium sulfate), filtered, and evaporated to dryness. The residue was purified by chromatography on 
a 2.5 x 10 cm silica gel column eluting with 7:3 ethyl acetate: heptane (300 ml.) and 1% acetic acid in 7:3 ethyl acetate: 
heptane (500 ml.). The desired fractions were concentrated, stripped with methylene chloride and dried in vacuo to 

25 yield 170 mg. of title product as a white foam; [a] D = -135.1° (c = 0.5, methanol). TLC (1% acetic acid in ethyl acetate) 
R f =0.32. 

1 H-NMR: 400 MHz; CDCI 3 : 6 0.89(t, 3H, J = 7 Hz), 1.32(m, 4H) t 1.73(m, 1H), 1.96(m, 2H), 2.00(d, 1H, J = 8.6 Hz), 
2.11(m, 1H), 2.32 (m's, 3H) ( 2.52(m, 1H), 2.98(m, 1H), 3.32(m's, 2H), 4.61 (t, 1 H, J = 7.1 Hz), 4.72 (m, 1H), 5.25 (m, 
1H), 7.63 (d, 1H, J = 6.4 Hz). 13 C-NMR: 100 MHz; CDCI 3 : 5 13.8, 22.2, 27.6, 29.2, 31.4, 32.6, 33.1, 35.3, 43.0, 52.8, 
30 60.5, 62.42, 1 70.7, 1 72.5, 1 74.0. 



Anal, calc'd for C 15 H24O 4 N 4 S 2 0 • 0.08 H 2 0: 



C, 49.79; 


H, 6.73; 


N, 7.74; 


C, 49.90; 


H, 6.92; 


N.7.63, 



S, 17.72 
S, 17.57. 



HPLC: t R = 9.4 min (>99%, UV 220); YMC S-3 ODS (C-18) 6.0 x 150 mm; 50% B:A - 100% B:A, 25 minute linear 
gradient (A = 90% water/methanol + 0.2% phosphoric acid); B = 90% methanol/water + 0.2% phosphoric acid); flow 
rate at 1 .5 ml/min. 

40 

EXAMPLE 9 

[4S-[4a(R*),7a,9aP]]-Octahydro-4-[(2-mercapto-1-oxo-4-methylpentyl)amino]-5-oxopyrrolo[2,1-b][1,3]thiazepine- 
7-carboxylic acid 

45 

a) (S)-2-Bromo-4-methylpentanoic acid 

[0134] Potassium bromide (9.5 g., 80 mmol.) was added to a stirred solution of D-leucine (3.0 g., 23 mmol.) in 2.5 
N sulfuric acid (47 ml.) at room temperature. The reaction mixture was cooled to -10° C. and solid sodium nitrite (2.4 
so g , 34 mmol.) was added portionwise, maintaining the temperature between -10° and -5° C. After addition was complete, 
the reaction was stirred for 1 hour and then warmed to room temperature and stirred for another hour. The reaction 
mixture was then extracted twice with ether, the ether extracts were washed once with water, dried (magnesium sulfate), 
filtered and evaporated to give 2.7 g. of crude title product. 

55 b) (S)-2-(Acetylthio)-4-methylpentanoic acid, dicyclohexylamine salt 

[0135] To a stirred slurry of potassium thioacetate (1 .7 g., 1 5.0 mmol.) in 50 ml. of dry acetonitrile at room temperature 
under argon was added a solution of the product from part (a) (2.6 g., 13 mmol.) in 17 ml. of acetonitrile. The reaction 
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was stirred 4 hours. The resulting slurry was filtered and evaporated. The residue was redissolved in ethyl ether, washed 
once with 5% potassium hydrogen sulfate solution and once with brine, dried (magnesium sulfate) and evaporated. 
The residue was dissolved in ether (64 ml.) and treated with dicyclohexylamine (2.7 ml., 14 rnmol.). A white solid 
immediately began precipitating from the solution. The solution was filtered and the white solid collected to give 2.0 g. 
5 of title product; m.p. 153 - 158° C; [a] D = -54.5° C. (c = 0.61 , chloroform). 

c) f4S-[4a(R*),7a,9ap]]-Octahydro-4-[[2-(acety^ 
7-carboxylic acid, methyl ester 

10 [0136] A stirred suspension of the dicyclohexylamine salt product from part (b) (234 mg., 0.63 mmol.) in ethyl acetate 
(15 ml.) was washed with 5% aqueous potassium bisulfate (3x5 ml.). The organic extract was dried (anhydrous 
magnesium sulfate), filtered and evaporated twice from hexane. The resulting oil was dissolved in methylene chloride 
(6 ml.) and stirred under nitrogen at 0° C. To this solution was added triethylamine (88 uX, 0.63 mmol.), then [4S-(4a, 
7a, 9ap)]-4-amino-octahydro-5-oxopyrrolo[2,1-b][1 ,3] thiazepine-7-carboxylic acid, methyl ester, p-toluenesulfonic ac- 

15 id salt [prepared as described in Example 7(a), 249 mg., 0.6 mmol.], an additional amount of triethylamine (84 ul, 0.60 
mmol.) and, after 10 minutes, benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate (279 mg., 
0.63 mmol.). After one hour, the reaction was warmed to room temperature and stirred 2 hours. The resulting colorless 
solution was evaporated at less than 30° C and the oily residue redissolved in ethyl acetate. The solution was washed 
once with 5% potassium bisulfate solution, once with saturated sodium bicarbonate solution and once with brine. The 

20 organic layer was dried (magnesium sulfate), filtered and evaporated onto 5 g. of silica gel. Purification by flash chro- 
matography (2.5 x 15 cm column, eluting with 1 :1 ethyl acetate/hexanes) provided 203 mg. of title product as a white 
solid; m.p. 101 - 103° C. [cc] D = -157.5° (c = 1.04, chloroform). TLC (ethyl acetate:hexane, 1:1) R, = 0.19. 

d) [4S-[4a(R*),7a,9ap]]-Octahydro-4-[(2-mercapto-1 -oxo-4-methylpentyl)amino]-5-oxopyrrolo[2,1 -b][1 ,3]thiazepine- 
25 7-carboxylic acid 

[0137] A solution of the product from part (c) (184 mg., 0.44 mmol.) in 5 ml. of methanol was purged with nitrogen 
for 1 0 minutes and cooled to 0° C. To this solution was added dropwise 5 ml. of nitrogen-purged 1 M sodium hydroxide. 
Nitrogen was slowly bubbled through the solution during the reaction. After 2 hours, the reaction was acidified with 2 
30 ml. of 6 M hydrochloric acid, extracted twice with ethyl acetate and the extracts combined, dried (magnesium sulfate) 
and evaporated. Re-evaporation from hexanes and trituration of the residue in methanol/water provided 132 mg. of 
title product as a crystalline solid, 

m.p. 94 - 96° C; [a] D = -158.6° (c = 0.42, methanol). TLC(ethyl acetate:hexane:acetic acid, 4:4:0.1) Rf = 0.13. 
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Anal, calc'd. for C 15 H 


24 N 2 S 2 0 4 • 0.75 H 2 0: 


Found: 


C, 48.17; 
C, 48.33; 


H, 6.87; 
H.6.51; 


N, 7.49; 
N, 7.37; 


S, 17.15 
S, 16.82. 



40 HPLC: R t = 17.6 min; (99.2%) YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100% B:A, 25 min linear gradient and 15 
min hold, 1.5 mLVmin; 

A = 90% water/methanol + 0.2% phosphoric acid; 

B = 90% methanol/water + 0.2% phosphoric acid; 220 nm. 

45 EXAMPLE 10 

[4S-[4g(R*),7a,1 0aM]-Octahydro-4-[(2-mercapto-1 -oxo-3-phenylpropyl)amino]-5-oxo[1 ,4]oxazino[3,4-b][1 ,3] 
oxazepine-7-carboxylic acid 

so a) 2,2,2-Trichloroacetimidoic acid, 2-propenyl ester 

[0138] A suspension of 80% sodium hydride (945 mg., 31 .5 mmol.; washed twice with 25 ml. of hexane) in dry ether 
(30 ml.) was treated dropwise with a solution of 2-propen-1-ol (21.4 ml., 18.3 g. f 315 mmol.), in dry ether (45 ml.), 
stirred for 20 minutes at room temperature under argon and then cooled to 0° C (ice-salt bath). Trichloroacetonitrile 
55 (30 ml. or 42.3 g., 0.30 mole) was added over a period of 15 minutes and the brownish solution was stirred at 0° C for 
40 minutes, at 10° C for 10 minutes and at room temperature for 10 minutes. The reaction mixture was concentrated 
to a syrup, treated with a solution of methanol (1 .2 ml.) in pentane (30 ml.) and stirred vigorously for 5.0 minutes. The 
light brown precipitates were filtered off, washed with pentane (2 x 30 ml.) and the combined filtrates concentrated 
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down to a light brown liquid. The liquid was re-dissolved in pentane (30 ml.), stirred for a few minutes, and the resulting 
suspension filtered, and the precipitates obtained washed with pentane (30 ml.), repeating the procedure at least one 
more time. The clear filtrate was concentrated and dried in vacuo to give 54.0 g. of title compound as a light red-colored 
liquid. This material was stored as a solution in hexane at 10°C. 

5 

b) N-Phthaloyl-L-serine, methyl ester 

[0139] A suspension of L-serine, methyl ester, hydrochloride, (25 g., 161 mmol.) in water (350 ml.) was diluted with 
dioxane (250 ml.) and the resulting clear solution treated with solid sodium carbonate (17 g., 1.0 eq.) followed by N- 

10 carbethoxyphthalimide (37 g., 1.05 eq.). The reaction mixture was stirred at room temperature for 2.5 hours under 
argon. The mixture was extracted with ethyl acetate (3 x 500 ml.) and the combined organic extracts were washed 
successively with 5% sodium bicarbonate (250 ml.), 5% potassium bisulfate (250 ml.) and brine (250 ml.), dried (an- 
hydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo . The product mixture was chromatographed 
on a silica gel column (Merck), eluting the column with ethyl acetate:hexane mixtures (1 :3; 1 :2) and the desired fractions 

15 were combined, evaporated to dryness and dried in vacuo to give 31 g. of title compound as a thick syrup. TLC (ethyl 
acetate:hexane, 1:1) R f = 0.52. 

c) N-Phthaloyl-0-(2-propenyl)-L-serine, methyl ester 

20 [0140] A solution of the product from part (b) (7.37 g., 29.5 mmol.) in dry methylene chloride (30 ml.) was treated 
with a solution of the product from part (a) (11.97 g., 59.1 mmol., 2 eq.) in cyclohexane (60 ml.) followed by trifluor- 
omethanesulonic acid (0.37 ml.) and the reaction mixture was stirred at room temperature for 20 hours under argon. 
The precipitates were filtered off, washed with a minimal amount of methylene chloride and the combined filtrates were 
washed with 5% sodium bicarbonate (30 ml.) and water (30 ml.), dried (anhydrous sodium sulfate), filtered, evaporated 

25 to dryness and dried in vacuo . The crude product mixture was chromatographed on a silica gel column (Merck), eluting 
the column with ethyl acetate:hexane (1 :9). The desired fractions were combined, evaporated to dryness and dried in 
vacuo to give 7.56 g. of title compound as a clear thick syrup. TLC(ethyl acetate: hexane, 1:1) = 0.70. 

d) N-Phthaloyl-Q-(acetaldehyde)-L-serine, methyl ester 
30 ~~ ~" ^ ^ 

[0141] A solution of the product from part (c) (2.5 g., 8.64 mmol.) in a mixture of dry methylene chloride (46.4 ml.) 
and methanol (4.6 ml.) was cooled to -78° C (dry ice-acetone bath) and treated with ozone until a blue color persisted 
(about 1 5 minutes). The mixture was then purged with nitrogen for 1 0 minutes (until the blue color disappeared), treated 
with dimethylsulfide (14.0 ml., 0.19 mole, 22.1 eq.), warmed to room temperature and stirred for 2.5 hours under ni- 
35 trogen. The reaction mixture was evaporated to dryness and the residual syrup dissolved in ethyl acetate (50 ml.), 
washed with water (15 ml.) and brine (15 ml.), dried (anhydrous magnesium sulfate), filtered, evaporated to dryness 
and dried in vacuo . 

[0142] The crude product was chromatographed on a silica gel column (Merck), eluting the column with ethyl acetate: 
hexane mixtures (1:9; 1:4; 1:2) to give 1.54 g. of title product. TLC(ethyl acetate: hexane, 1:1) R, = 0.33. 

40 

e) N-Phthaloyl-Q-(2,2-dimethoxyethyl)-L-serine, methyl ester 

[0143] A solution of the product from part (d) (1 .54 g., 5.29 mmol.) in a mixture of dry methylene chloride (8.3 ml.) 
and dry methanol (8.3 ml.), was treated with trim ethyl orthof ormate (0.84 ml., 7.68 mmol. , 1 .45 eq.) and p-toluenesulfonic 
15 acid monohydrate (92 mg.). The reaction mixture was stirred at room temperature under argon for 2.5 hours then 
partitioned between ethyl acetate (50 ml.) and saturated sodium bicarbonate (15 ml.). The organic phase was washed 
with water (15 ml.) and brine (15 ml.), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in 
vacuo . The crude product was chromatographed on a silica gel column (Merck), eluting the column with ethyl acetate: 
hexane (1 :4) to give 1 .35 g. of title product as a thick clear syrup. TLC(ethyl acetate:hexane, 1:1) Rj = 0.58. 

50 

f) Q-(2,2-Dimethoxyethyl)-L-serine, methyl ester 

[0144] A solution of the product from part (e) (2.0 g., 5.93 mmol.) in dry methanol (14 ml.) was treated with hydrazine 
hydrate (0.30 ml., 6.1 mmol.) and stirred at room temperature for 4 days under argon. The resulting suspension was 
55 filtered, washing the precipitates with methanol (2x14 ml.) and the filtrate was concentrated to dryness. The syrup 
was re-dissolved in methylene chloride and filtered two more times until no more precipitates were obtained. The clear 
filtrate was concentrated to give 1 .17 g. of title product as a light yellow syrup. TLC(methylene chloride:methanol, 9: 
1) Ft, = 0.54. 
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g) N-[(Phenylmethoxy)carbonyl]-0-[(1 ,1 -dimethylethyl)dimethlsilyl]-L-homoserine 

[0145J A solution of N-[(phenylmethoxy)carbonyl]-L-homoserine [prepared as described in Example 6(a), 3.0 g., 
11.85 mmoL] in dry dimethylformamide (65 ml.) was treated with [(1,1-dimethylethyl)dimethylsilyl chloride (10.72 g., 

5 71 .1 mmol.) and imidazole (9.65 g, 0.14 mol.) and stirred at room temperature under argon for 24 hours. The reaction 
mixture was diluted with methanol (207 ml.), stirred for another 24 hours at room temperature and then concentrated 
to a syrup. The residual syrup was dissolved in ethyl acetate (200 ml.), washed with 10% citric acid (2 x 75 ml) and 
brine, dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo . The crude product mixture 
was chromatographed on a silica gel column (Merck), eluting the column with ethyl acetate: hexane (1 :1) followed by 

10 ethyl acetate: acetic acid (99.5: 0.5). The desired fractions were combined, concentrated and evaporated several times 
from toluene to give 3.56 g. of title compound as a waxy solid. TLC(ethyl acetate: acetic acid, 95:5) Rj = 0.82. 

h) N-[0-[(1,1'Dimethylethyl)dimethylsilyl]-N-[ (phenylmethoxy)carbonyl]-L"homoseryl]-Q-(2,2-dimethoxyethyl)-L- 
serine, methyl ester 

15 

[0146] A solution of the product from part (g)(2.18 g., 5.93 mmol.) in dry methylene chloride was cooled to 0° C (ice- 
salt bath) and treated sequentially with a solution of the product from part (f) (1 .71 g., 5.65 mmol.) in dry methylene 
chloride (5 ml), triethylamine (0.78 ml., 5.65 mmol.) and benzotriazol-1-yloxytris(dimethylamino)phosphonium hex- 
afluorophosphate (2.63 g., 6.0 mmol.). The reaction mixture was stirred at 0° C for 30 minutes and at room temperature 
20 for one hour and 45 minutes. The reaction mixture was partitioned between ethyl ether (2 x 1 00 ml.) and water (30 ml.) 
and the combined organic extracts were washed with 50% saturated sodium bicarbonate (20 ml.) and brine (25 ml.), 
dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo . The crude product mixture was 
chromatographed on a silica gel column (Merck), eluting the column with ethyl acetate: hexane mixtures (1 :4; 1:3; 1 : 
1) to give 2.38 g. of title product. TLC(ethyl acetate:hexane, 1:1) Rf = 0.40. 

25 

i) [4S-(4g,7g l 1 0a[3)]-Octahydro-4-[[(phenylmethoxy)carbonyl]amino]-5-oxo[1 ,4]oxazino[3,4-b][1 ,3]oxazepine- 
7-carboxylic acid, methyl ester 

[0147] A solution of the product from part (h)(1 .0 g., 1 .8 mmol.) in dry methylene chloride (50 ml.) was treated with 
30 Amberlyst® 15 ion exchange resin (acid form) and methanol (0.1 ml.) and the resulting mixture was stirred at room 
temperature under argon for three days. The resin was filtered off, washed with a small amount of methylene chloride 
and the filtrate concentrated to a syrup. The crude product mixture was chromatographed on a silica gel column, eluting 
the column with ethyl acetate: hexane (1 :1) to give 339 mg. of title product. TLC(ethyl acetate:hexane, 3:1) R, = 0.53. 

35 j) [4S-(4a,7a,10a[l)]-Octahydro-4-amino-5-oxo[1 ,4]oxazino[3,4-b][1 ,3]oxazepine-7-carboxylic acid, methyl ester 

[0148] A solution of the product prepared as described part (i)(771 mg., 2.04 mmol.) in dry methanol (25 ml.) was 
treated with 1 0% palladium on carbon catalyst (1 25 mg.) and hydrogenated (balloon) at room temperature for 1 6 hours. 
The reaction mixture was filtered through a Celite® pad and the pad was washed with methanol (2 x 25 ml.). The clear 
40 filtrate was evaporated to dryness and dried in vacuo to give 448 mg. of title product as a syrup. TLC(methylene 
chloride:methanol, 9:1) Rf = 0.22. 

k) [4S^4o(R*)7a,10aM-Octahydro^-[[2^ 
oxazepine-7-carboxylic acid, methyl ester 

45 ~ " ~~ " ~~~ ~ "~ ' 

[0149] The dicyclohexylamine salt of (S)-2-(acetylthio)benzenepropanoic acid (813 mg., 2.01 mmol.) was suspended 
in ethyl acetate (70 ml.), washed with 5% potassiun bisutfate (5 x 9.3 ml.) and brine (9.3 ml.), dried (anhydrous mag- 
nesium sulfate), filtered, evaporated to dryness and dried in vacuo . 

[0150] This free acid was dissolved in dry methylene chloride (12 ml.), cooled to 0° C (ice-salt bath) and treated 
so sequentially with a solution of the product from part (j) (448 mg., 1.84 mmol.) in dry methylene chloride (4.0 ml.), 
triethylamine (0.25 ml., 1.80 mmol.) and benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate 
(823 mg., 1 .86 mmol.). The reaction mixture was stirred at 0° C for one hour and at room temperature for 2 hours under 
argon. The reaction mixture was stripped to dryness and the syrup obtained was re-dissolved in ethyl acetate (60 ml.), 
washed with 0.5 N hydrochloric acid (2x11 ml.), water (11 ml.) and brine (11 ml.), dried (anhydrous sodium sulfate), 
55 filtered, evaporated to dryness and dried in vacuo . The crude product mixture was chromatographed twice on a silica 
gel column (Merck), eluting each column with ethyl acetate: hexane mixtures (1 :1 ; 1 :2) to give 665 mg. of title product 
as a syrup. TLC(ethyl acetate:hexane, 3:1) Rf = 0.30. 
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I) [4S-[4a(R*)7aJOaP]]-Octahydro^^ 
oxazepine-7-carboxylic acid 

[0151] A solution of the product from part (k)(650 mg. ( 1.44 mmol.) in methanol (13 ml.), was purged with argon for 
5 30 minutes, cooled down to 0° C (ice-salt bath) and treared dropwise with a solution of 1 .0 N sodium hydroxide (5.84 
ml., previously purged with argon for 30 minutes), maintaining the bubbling of argon throughout the addition and length 
of the reaction. The reaction mixture was stirred at 0°C for 5.0 hours and quenched at 0° C with 5% potassium bisulfate 
(25.4 ml.). The mixture was warmed to room temperature, extracted with ethyl acetate (3 x 50 ml.) and the combined 
organic extracts were washed with brine (15 ml.), dried (anhydrous sodium sulfate), filtered, evaporated to dryness 
10 and dried in vacuo . The crude product was triturated with hexane:methylene chloride (1 30:7) and the solid obtained 
chromatographed on a silica gel column (Merck), eluting the column with ethyl acetate:hexane mixtures (1:2; 1:1) 
followed by methylene chloride:methanol:acetic acid (1 00:4:0.2). The desired fractions were combined, evaporated to 
dryness and evaporated several times from toluene to give 364 mg. of title product which was dried in vacuo for 9.0 
hours. The resulting product was then triturated with methylene chloride:hexane (1:10), hexane (50 ml.) and pentane 
15 (2 x 50 ml.), stirring with the first 50 ml. for 4 hours and the next 50 ml. of pentane overnight under argon. The solvent 
was decanted and the solid dried in vacuo for 6.0 hours to give pure title product as a solid amorphous foam; [a] D = 
-49.1° (c = 0.48, methanol). TLC (toluene:acetic acid, 5:1) = 0.17. 
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Anal, calc'd. for C 18 H 


2 2 N 2 0 6 S • 0.56 H 2 0: 


Found: 


C, 53.45; 
C, 53.45; 


H, 5.76; 
H, 5.53; 


N.6.93; 
N, 6.75; 


S, 7.92 
S, 7.48. 



HPLC: Rt = 10.45 min.; (98.3%); YMS S-3 ODS (c = 18) 6.0 x 150 mm; 44% (10% water - 90% methanol - 0.2% 
25 phosphoric acid)/56% (90% water - 10% methanol - 0.2% phosphoric acid), isocratic; 1 .5 ml/min. 

EXAMPLE 11 

[4S44a(R*),7a > 10ag]l-Octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]'5-oxo-7H-pyridof2,1-b][1,3l 
30 thiazepine-7-carboxylic acid 

[0152] The product of Example 3 was also prepared as follows: 

a) N-[(Phenytmethoxy)carbonyl]-Q-[(1 ,1 -dimethylethyl)dimethylsilyl]-L-homoserine 

35 

[01 53] [(1,1 -Dimethylethyl)dimethylsilyl]chloride (37.5 g. , 249 mmol.) was added to a solution of N-[(phenylmethoxy) 
carbonyl]-L-homoserine [prepared as described in Example 6(a), 41.56 mmol.] in dimethylformamide (125 ml.), fol- 
lowed by imidazole (33.95 g., 498 mmol.). The resulting light yellow solution was stirred at room temperature for 22 
hours. Methanol (500 ml.) was added, the reaction mixture was stirred for an additional 6 hours, and then the methanol 
40 and most of the dimethylformamide were removed in vacuo . The remaining residue was taken up into ethyl acetate 
(800 ml.), washed with 1 0% citric acid (2 x 300 ml.), and the combined aqueous phase was extracted with ethyl acetate 
(300 ml.). The combined ethyl acetate phase was washed with water and brine, dried (sodium sulfate), concentrated, 
and the residue was evaporated with hexane to form a white powder. This powder was dried in vacuo to give 12.942 
g. of title product. 

45 

b) [S-^R*)]-2-[[4-f[(1,1-DimethylethyO^ 
6,6-dimethoxyhexanoic acid, methyl ester 

[0154] To a solution of the product from part (a) (22.78 g., 61 .97 mmol.) in methylene chloride (100 ml.) cooled at 0° 
so C was added N-methylmorpholine (6.81 ml., 61 .97 mmol.), followed by hydroxybenzotriazole (8.37 g., 61.97 mmol.), 
(S)-2-amino-6,6-dimethoxyhexanoic acid, methyl ester [prepared as described in Example 1(e), 10.6 g., 51.64 mmol.] 
in methylene chloride (50 ml.), and then 1-ethyl-3-(3-dimethyIaminopropyl) carbodiimide (11 .88 g., 61 .97 mmol.). The 
reaction mixture was stirred at 0° C for one hour, then at room temperature overnight. The reaction mixture was con- 
centrated in vacuo and the residue was diluted with ethyl acetate (600 ml.), washed with 5% potassium bisulfate (200 
55 ml.), 0.5 N sodium hydroxide (200 ml.), water, and brine, and dried (sodium sulfate). The filtrate was concentrated and 
the residue taken up in ethyl ether (150 ml.). The resulting suspension was filtered and the collected solid was washed 
thoroughly with ethyl ether. The filtrate was concentrated in vacuo to dryness to afford 30 g. of crude title product as 
an oily compound which was used in the next reaction without purification. TLC (8:2, ethyl acetate: hexane) R f = 0.55. 
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c) [S-(R* l R*)]-2-[[4-Hydroxy>1-oxo-2'[[(phenylmethoxy)carbonyl]amino]butyl]amino]-6,6-dim acid, 
methyl ester 

[0155] To a solution of the product from part (b) (30 g.) in methanol (150 ml.) cooled at 0° C was added para-tolue- 
5 nesulfonic acid monohydrate (1.96 g.). The reaction mixture was stirred at 0° C for 2 hours before quenching with 
aqueous sodium bicarbonate solution (1 .3 g. of sodium bicarbonate in 1 00 ml. of water). The mixture was concentrated 
in vacuo and the residue partitioned between ethyl acetate (400 ml.) and water (150 ml.). The separated aqueous 
phase was extracted with ethyl acetate (2 x 1 50 ml.). The combined ethyl acetate layers were washed with 1 0% sodium 
bicarbonate, brine (2 times), dried (sodium sulfate), filtered and evaporated to dryness. The residue was flash chro- 
10 matographed on a 10 x 25 cm silica gel column eluting with 80% ethyl acetate in hexane (51 .), ethyl acetate (31 .) and 
2% methanol in ethyl acetate (51 .). The desired fractions were combined and concentrated, and dried in vacuo to give 
17.45 g. of title product as a pale yellow oil. TLC (8:2, ethyl acetate: hexane) R, = 0.17. 

d) fS>(R* t R*)]-2-r[4-[(Methanesulfonyl)oxy]-1>oxo-24[(phenylmethoxy)carbonyl]amino]butyl]amino1- 
15 6,6-dimethoxyhexanoic acid, methyl ester 

[0156] To a solution of the product from part (c) (1 7.40 g., 39.50 mmol.) (stripped with toluene three times and dried 
in vacuo overnight) in dry methylene chloride (250 ml.) cooled at -15° C (ice/acetone) was added triethylamine (8.26 
ml., 59.28 mmol., freshly distilled), followed by methanesulfonyl chloride (3.67 ml., 47.4 mmol.) dropwise. The reaction 
20 mixture was stirred at -15° C for 30 minutes, then quenched with saturated ammonium chloride solution (100 ml.). After 
stirring for 5 minutes, the mixture was diluted with ethyl acetate (600 ml.) and washed with 5% potassium bisulfate, 
brine, dried (sodium sulfate), filtered and evaporated to dryness. The residue was dried in vacuo to give 20.40 g. of 
title compound as a yellow oil which was used in the next reaction without purification. TLC (8:2, ethyl acetate: hexane) 
R t =0.35. 

25 

e) [S-^R*)]-2-fl4-(Acetylthio)-1-oxo-2-[[to^ acid, 
methyl ester 

[0157] To a solution of thioacetic acid (5.09 ml., 71.10 mmol.) in methanol (100 ml.) was added cesium carbonate 
30 (10.81 g., 33.18 mmol.). The resulting solution was concentrated jn vacuo . The solid was triturated with dry acetone 
(3 times) and then dried in vacuo over phosphorus pentoxide overnight to give cesium thioacetate. 
[0158] A solution of the product from part (d) (20.40 g., 39.50 mmol.) in dry dimethylformamide (150 ml.) was added 
via cannula to a suspension of cesium thioacetate (1 0.576 g. , 50.85 mmol.) in dimethylformamide (50 ml.). The resulting 
yellow solution was stirred under argon at room temperature overnight, then concentrated at high vacuum to remove 
35 most of the dimethylformamide. The residue was taken into ethyl acetate (1 1 .) and washed with 1 0% sodium bicarbo- 
nate (200 ml.), water (4 x 200 ml.), brine (400 ml.) and dried (sodium sulfate). The filtrate was concentrated and the 
residue evaporated with toluene (3 times), then dried in vacuo to afford 20 g. of title compound as a light yellow solid 
which was used for the next reaction without purification. TLC(8:2; ethyl acetate: hexane) R, = 0.47. 

40 f) [S-(R*,R*)]-2-[[4-Mercapto-1-oxo-2'[[(phenylmethoxy)carbonyl]amino]butyl]amino]-6,6-dimethoxyhexan acid, 
methyl ester 

[0159] A solution of the product from part (e) (20 g., 39.50 mmol.) in methanol (250 ml.) cooled at 0°C. was purged 
with argon for 15 minutes. With continuous argon purging, a 25% (weight/weight, density = 0.945) sodium methoxide 

45 solution in methanol (9.17 ml., 40 mmol.) was added dropwise. After stirring for 5 minutes, the reaction was quenched 
with saturated ammonium chloride solution (200 ml.) and the mixture partitioned between ethyl acetate (1 1 .) and water 
(200 ml.). The aqueous phase was extracted with ethyl acetate (200 ml.). The combined ethyl acetate extract was 
washed with saturated ammonium chloride solution (400 ml.), brine (400 ml.), dried (sodium sulfate), filtered and con- 
centrated in vacuo to give 17.5 g. of title product as a yellow oil which was used for the next reaction without purification. 

so TLC (8:2, ethyl acetate: hexane) R, = 0.45. 

g) [4S-(4a,7a,10aP)]-Octahydro-4-[[(phenylmetho^ 
7-carboxylic acid, methyl ester 

55 [0160] To a solution of the product from part (0 (17.5 g., 38.3 mmol.) in methylene chloride (600 ml.) was added 
Amberryst®15 ion exchange resin (6 g. t pretreated with 6N hydrochloric acid, water, tetrahydrofuran, and methylene 
chloride and dried). The suspension was stirred under argon at room temperature for 1 8 hours and filtered. The filtrate 
was concentrated and the residue adsorbed on Celite®, purified on a 1 0 x 30 cm silica gel column eluting with 20-30% 
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of ethyl acetate in hexane. The desired fractions were combined and evaporated in vacuo to dryness to afford 9.1 8 g. 
of title product as a yellow oil. TLC (1 :1 , ethyl acetate: hexane) Rf = 0.32. 

h) [4S-(4a,7a,10ap)1-Octahydro-4-amino-5-oxO'7H'pyrido[2,1-b1[1 ,3]thiazepine-7-carboxylic acid, methyl ester 

5 

[0161] To a solution of solution of the product from part (g) (9.1 g., 23.1 9 mmol., evaporated with toluene three times 
and dried in vacuo overnight) in dry methylene chloride (1 50 ml.) was added iodotrimethylsilane (4.95 ml. , 34.78 mmol.) 
dropwise. The resulting yellow solution was stirred under argon at room temperature for 1 .5 hours, then quenched with 
0.4 N hydrochloric acid in methanol/dioxane (1 20 ml.). The volatiles were removed in vacuo and the residue partitioned 
10 between ether (500 ml.) and water (700 ml.). The organic phase was extracted with 0.1 N hydrochloric acid (150 ml.) 
and the combined acidic aqueous extract cooled to 0°C, basified with 1 N sodium hydroxide to pH 10.5 (monitored 
with a pH meter), then extracted with methylene chloride (4 x 400 ml.). The combined organic extracts were washed 
with brine, dried (sodium sulfate), filtered and concentrated in vacuo to afford 6.45 g. of title product as a yellow oil, 
which was used for the next reaction without further purification. TLC (1 :9, methanohmethylene chloride) Rf = 0.20. 

15 

i) [4S-[4a(R*),7a t 10afl]]-Octahydro-4-[(2-merc^^ 
thiazepine-7-carboxytic acid 

[01 62] A cold (0°C) solution of (S)-(2-acetylthio)-benzenepropanoic acid and triethylamine in methylene chloride was 
20 treated with a solution of the product from part (h) in methylene chloride followed by benzotriazoM -yloxytris(dimeth- 
ylamino)phosphonium hexafluorophosphate. The reaction was worked up according to the procedure described in 
Example 3 (c) to afford [4S-[4a(R*),7a,10ap]]-octahydro-4-[I2-(acetylthio)-1-oxo-3-phenylpropyl]amino]-5-oxo-7H-py- 
rido[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester. 

[0163] A solution of this methyl ester product in deoxygenated methanol was treated with 1N sodium hydroxide 
25 according to the procedure of Example 3(d) to afford the title product. 

EXAMPLE 12 

[4S-[4a(R*),7g,1 0aP]]-Octahydro-4-[[2-(mercaptomethyl)-1 -oxo-3-phenytpropyl]amino]-5-oxo-7H-pyrido[2,1 -b] [1 ,3] 
30 thiazepine-7-carboxylic acid 

a) (S)-2-[(Acetylthio)methyl]benzenepropanoic acid, ephedrine salt 

[0164] A solution of (1 R,2S)-(-)-ephedrine (17.3 g., 105 mmol.) in diethyl ether (175 ml.) was added in one portion 
35 to a solution of 2-[(acetylthio)methyl]benzenepropanoic acid (50.0 g., 210 mmol.) in diethyl ether (1 75 ml.). After stand- 
ing at room temperature for 16 hours, the crystallized ephedrine salt was collected by filtration (19.7 g.); m.p. 114 - 
125°; [a] D = -40.6° (c = 1, methanol). An additional amount of solid [8.9 g, m.p. 121 - 126°; [ot] D = -47.2° (c = 1, 
methanol)] separated from the filtrate after remaining at room temperature for 20 hours. The solids were combined 
and recrystallized from acetonitrile (1500 ml.). After 16 hours at room temperature, 20.8 g. of solid was collected; m. 
40 p. 125 - 130°C; [cc] D = -48.9° (c = 1 , methanol). This material was recrystallized in the same manner from acetonitrile 
(300 ml.) to give 18.7g., m.p. 128 - 130°; [a] D = -48.9° (c = 1 .methanol). A third recrystallization from acetonitrile (225 
ml.) afforded 17.4 g of solid (S)-2-[(acetylthio)methyl]benzene-propanoic acid, ephedrine salt; m.p. 128 - 129°; [cc] D = 
- 50.1° (c = 1, methanol). 



45 



Anal, calc'd. for C 12 H 14 0 3 S • C 10 H 15 NO 




Found 


C, 65.48; H, 7.24; N, 3.47 
C, 65.46; H, 7.34; N. 3.21 


S, 7.95 
S, 8.00. 



so b) [4S-[4a(R*),7a,10aft]]-Octahydro^-[[2-[(acety^^ 
[1 ,3]thiazepine-7-carboxylic acid, methyl ester 

[0165] A stirred suspension of the ephedrine salt from part (a) (333.1 mg., 0.822 mmol.) in ethyl acetate (5 ml) was 
washed three times with 5 ml portions of 1N hydrochloric acid solution. The organic extracts were combined, washed 
55 with brine, dried (magnesium sulfate), filtered, concentrated and dried in vacuo for 30 minutes. The resulting oil was 
dissolved in methylene chloride (2 ml) and stirred under nitrogen at 0°C. To this solution was added a solution of 
[4S-(4a l 7a,10ap)]-octahydro-4-amino-5-oxo-7H-pyrido[2,1-b][1,3]thiazepine-7^arboxylic acid, methyl ester [200.0 
mg, 0.774 mmol., prepared as described in Example 3(c)] in methylene chloride (6 ml), then triethylamine (0.113 ml, 
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0.813 mmol) and finally benzotriazol-1-yloxytris (di m ethyl ami no)phosp ho nium hexafluorophosphate (360.0 mg., 0.813 
mmol.) The reaction was stirred at 0°C and allowed to slowly warm to room temperature. After 19 hours, the reaction 
was concentrated in vacuo and the residue was dissolved in ethyl acetate. 

[0166] The solution was washed once with a 5% solution of potassium bisulfate (20 ml), once with a saturated solution 
5 of sodium bicarbonate (20 ml), and once with brine. The organic layer was dried (magnesium sulfate), filtered and 
concentrated to a yellow foam. Purification by flash chromatography (silica gel, 230 - 400 mesh under 10-20 psi of 
nitrogen pressure) eluting with 4:3 ethyl acetate/hexane gave 303 mg of product as a clear oil. 

c) [4S-[4a(R*),7g,10ag]]-Octahydro-4-[[2^ 
10 thiazepine-7-carboxylic acid 

[01 67] A soltuion of the product from part (b) (303. 1 mg., 0.635 mmol) in methanol (6.5 ml, deoxygenated via nitrogen 
bubbling) was cooled to 0°C and treated with 1 N sodium hydroxide (6.5 ml, deoxygenated via nitrogen bubbling). After 
stirring for one hour at 0°C while purging continuously with nitrogen, the reaction was warmed to room temperature. 
15 After a total of three hours, the reaction was acidified to pH 1 with 5% potassium bisulfate and extracted with ethyl 
acetate. The organic layers were combined, washed with water, brine, dried (sodium sulfate), filtered, and concentrated 
in vacuoto give 21 9 mg of title product as a white solid; m.p. 200°C (decomp.). TLC (6:0.01: 3.99 ethyl acetate/acetic 
acid/hexane) R f = 0.15. 

HPLC: t R = 26.3 min, impurity at 27.0 min.; YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100% B: A, 30 min. linear 
20 gradient and 10 min. hold, 1.5 ml/min.; A = 90% water:methanol + 0.2% phosphoric acid, B = 90% methanol:water + 
0.2% phosphoric acid; 220 nm. 



Anal, calc'd for C 20 H 26 O 4 N 2 S 2 • 0.1 1 C 4 H 8 0 2 • 0.07 CH 2 CI 2 : 

| C, 56.22; H, 6.21; N, 6.39; S, 14.63. 
Found ! C, 56.46; H, 6.28; N.6.31; S, 14.59. 



Example 13 

30 [4S-[4a(R*),7a,10a&]]-Octahydro-4-[(2-mercapto-4-methyl-1-oxopentyl)amino]-5-oxo-7H'pyridor2,1-b1 [1,3] 
thiazepine-7-carboxylic acid 

a) (R)-2-Bromo-4-methylpentanoic acid 

35 [0168] Potassium bromide (9.5 g., 80 mmol) was added to a stirred solution of D-leucine (3.0 g., 23 mmol) in 2.5 N 
sulfuric acid (47 ml) at room temperature. The reaction mixture was cooled to -10°C and solid sodium nitrite (2.4 g., 
34 mmol) was added portionwise, maintaining the temperature between -10° and -5°C. After addition was complete, 
the reaction was stirred for 1 hour and then warmed to room temperature and stirred for another hour. The reaction 
mixture was then extracted twice with ether, the ether extracts were washed once with water, dried (magnesium sulfate), 

40 filtered and evaporated to give 2.7 g of crude title product. 

b) (S)-2-(Acetylthio)-4-methylpentanoic acid, dicyclohexylamine salt 

[0169] To a stirred slurry of potassium thioacetate (1 .7 g, 15.0 mmol) in 50 ml of dry acetonitrile at room temperature 
45 under argon was added a solution of the product from part (a) (2.6 g , 13 mmol) in 17 ml of acetonitrile. The reaction 
was stirred 4 hours. The resulting slurry was filtered and evaporated. The residue was redissolved in ethyl ether, washed 
once with 5% potassium bisulfate solution and once with brine, dried (magnesium sulfate) and evaporated. The residue 
was dissolved in ether (64 ml) and treated with dicyclohexylamine (2.7 ml, 14 mmol). A white solid immediately began 
precipitating from the solution. The solution was filtered and the white solid collected to give 2.0 g of title product; m. 
so p. 153 - 158°C; [a] D = -54.5° (c = 0.61 , chloroform). 

c) [4S44a(R*),7g,10aP]1-Octahydro-4-[[2-(ace^ 
thiazepine-7-carboxylic acid, methyl ester 

55 [0170] A stirred suspension of the product from part (b) (403.3 mg, 1 .09 mmol) in ethyl acetate (5 ml) was washed 
three times with 5 ml portions of 5% potasium bisulfate solution. The organic extracts were combined, washed with 
brine, dried (sodium sulfate), filtered, concentrated and dried in vacuo tor 30 minutes. The resulting oil (179.4 mg, 
0.943 mmol) was dissolved in methylene chloride (2 ml) and stirred under nitrogen at 0°C. To this solution was added 
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a solution of [4S-(4a,7a,10ap)]-octahydro-4-amino-5-oxo-7H-pyrido[2,1-b][1 ,3]thiazepine-7-carboxylic acid, methyl 
ester [232.0 mg, 0.898 mmol., prepared as described in Example 3(c)] in methylene chloride (6 ml), then triethylamine 
(0.131 ml., 0.943 mmol), and finally benzotriazol-1 -yloxytris(dimethylamino)phosphonium hexafluorophosphate (417.1 
mg, 0.943 mmol.). The reaction was stirred at 0°C for one hour and 3.5 hours at room temperature. After a total of 4.5 
5 hours, the reaction was concentrated in vacuo and the residue was dissolved in ethyl acetate. The solution was washed 
once with a 5% solution of potassium bisulfate (20 ml), once with a saturated solution of sodium bicarbonate (20 ml), 
and once with brine. The organic layer was dried (magnesium sulfate), filtered and concentrated to a yellow foam. 
Purification by flash chromatography (silica gel, 230 - 400 mesh under 10-20 psi of nitrogen pressure) eluting with 2: 
3 ethyl acetate/hexane gave 209.4 mg. of title product as a clear oil. 

w 

d) [4S-[4a(R*),7a ) 10aP]]-Octahydro-4-[(2-mercapto-4-methyl-1-oxopentyl)amino]-5-oxo-7H-pyndo[2 
thiazepine-7-carboxylic acid 

[0171] A solution of the product from part (c) (209.4 mg, 0.486 mmol) in methanol (5 ml, deoxygenated via nitrogen 
is bubbling) was cooled to 0°C and treated with 1 N sodium hydroxide (5 ml, deoxygenated via nitrogen bubbling). After 

stirring for one hour at 0°C while purging continuously with nitrogen, the reaction was warmed to room temperature. 

After a total of 2.5 hours, the reaction was acidified to pH 1 with 5% potassium bisulfate and extracted with ethyl acetate. 

The organic layers were combined, washed with water, brine, dried (sodium sulfate), filtered, and concentrated in 

vacuo. Purification by flash chromatography (silica gel, 230 - 400 mesh under 10-20 psi of nitrogen) eluting with 
20 nitrogen sparged 6:0.01 :3.99 ethyl acetate/acetic acid/hexane gave 1 42.0 mg of title product as a white solid. TLC (6: 

0.1:3.9 ethyl acetate/acetic acid/hexane) R f = 0.20. [a] D = -103.0° (c = 0.43, chloroform). 

HPLC: t R = 26.7min.; YMC S-3 ODS (C-18)6.0 x 150 mm; 0%to 100%B: A, 30min. linear gradient and 10rnin. hold, 
1 .5 ml/min; A = 90% water:methanol + 0.2% phosphoric acid, B = 90% methanol :water + 0.2% phosphoric acid; 220 nm. 



25 


Anal, calc'd for C 16 H 26 0 4 N 2 S 2 


•0.19C 4 H 8 O 2 


•0.18C 7 H 16 »0.9 


H 2 0: 




| C, 50.87; 


H, 7.63; 


N, 6.58; S, 


15.07. 




Found i C, 50.57; 


H, 7.20; 


N, 6.83; S, 


14.75. 



30 Example 14 



[4S-[4a(R*)7a,9aP]]-Octahydro-4-[(2-m^ 
acid 

35 a) (R)-2-Bromobutanoic acid 

[0172] Potassium bromide (7.85 g, 65.94 mmol) was added to a solution of (R)-2-aminobutanoic acid (2.0 g, 19.40 
mmol) in 2.5 N sulfuric acid (25 ml) and cooled to 0°C. Sodium nitrite (2.06 g, 29.87 mmol) was added slowly in several 
portions. The temperature was kept at less than 2°C during this addition. The reaction was stirred at 0°C for one hour 
40 and at room temperature for 16 hours, then extracted with 3 - 50 ml portions of ethyl acetate. The combined ethyl 
acetate layers were washed with 2 - 50 ml portions of water, 1 - 50 ml portion of brine, dried (magnesium sulfate) and 
concentrated in vacuo to give 2.86 g of title product as a crude oil. 

b) (S)-2-(Acetylthio)butanoic acid, dicyclohexylamine salt 

45 

[0173] To a slurry of 2.14 g (1 8.77 mmol) of potassium thioacetate in 15 ml of acetonitrile, stirred at room temperature, 
was added dropwise over 15 minutes a solution of (R)-2-bromobutanoic acid (2.83 g, 17.07 mmol) in 15 ml of ace- 
tonitrile. The reaction was stirred at room temperature for 16 hours then filtered. The filtrate was concentrated in vacuo 
and the resulting oil was dissolved in 30 ml of ethyl ether. The ether layer was washed with 2 - 20 ml portions of 5% 
so potassium bisulfate, 2 - 20 ml portions of water, 2 - 20 ml portions of brine, dried (magnesium sulfate) and filtered. To 
the filtrate was added 3.4 ml (17.07 mmol) of dicyclohexylamine. After stirring at room temperature for 2 hours, the 
slurry was filtered to give 1 .24 g of the dicyclohexylamine salt product. A second crop of 724 mg of dicyclohexylamine 
salt product was obtained from the filtrate. 

55 c) [4S-[4a(R*),7a,9ag1]-Qctahydro-4-[[2-[(acetylthio)-1-oxobutyl]amino]-5-oxopyrrolo[2,1-b]-[1,3]thiaz 
7-carboxylic acid, methyl ester 

[0174] The dicyclohexylamine salt product from part (b) (227 mg, 0.66 mmol) was dissolved in 15 ml of ethyl acetate 
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and washed with three 10 ml portions of potassium bisulfate, one 10 ml portion of brine, dried (magnesium sulfate), 
and concentrated in vacuoto give 108 mg of (S)-2-(acetylthio)butanoic acid as a clear oil. 

[0175] To a solution of this free acid (108 mg, 0.66 mmot) in 5 ml of dry methylene chloride, cooled to 0°C, was added 
triethylamine (90 uJ, 0.66 mmol), followed by [4S-(4a,7a,9aP)]-4-amino-octahydro-5-oxopyrrolo[2,1-b][1,3]thiazepine- 

5 7-carboxylic acid, methyl ester, p-toluenesulfonic acid salt [250.0 mg, 0.66 mmol, prepared from the material described 
in Example 5(d)] and a second portion of triethylamine (90 u.l, 0.66 mmol). The reaction was stirred at 0°C for 20 
minutes, then benzotriazol-1-yloxy-tris(dimethylamino)phosphonium hexafluorophosphate (292 mg, 0.66 mmol) was 
added in one portion. The reaction was stirred at 0°C for one hour, refrigerated for 56 hours, then stirred at room 
temperature for 3 hours. The reaction mixture was then concentrated in vacuo, redissolved in 30 ml ethyl acetate and 

10 washed with 20 ml of 5% potassium bisulfate, 20 ml saturated sodium bicarbonate, 20 ml of brine, dried (magnesium 
sulfate), and concentrated in vacuoio give a crude oil. The crude oil was flash chromatographed (Merck silica gel, 25 
x 100 mm, 2:3 ethyl acetate/hex an e) to give 208 mg of title product as a white foam. 

d) [4S-[4a(R # ),7a,9a3]]-Octahydro-4-[(2-mercapto-1 -oxybutyl)amino]-5-oxopyrrolo[2,1 -b][1 ,3]thiazepine-7-carboxylic 
15 acid 

[0176] A solution of the product from part (c) (225 mg, 0.559 mmol) in methanol (5 ml) was purged with argon for 30 
minutes and cooled to 0°C. To this solution was added dropwise 5 ml of 1 M sodium hydroxide, also purged with argon 
for 30 minutes and cooled to 0°C. The reaction was stirred at 0°C for 3 hours with continuous argon purging, then 

20 acidified to pH 2 with 5% potassium bisulfate solution. The mixture was extracted with 3 - 40 ml portions of ethyl acetate, 
and the combined ethyl acetate layers were dried (magnesium sulfate), and concentrated in vacuo to give a crude 
foam. The crude product was flash chromatographed (Merck silica gel, 25 x 180 mm, 3% acetic acid/ethyl acetate) to 
give a white foam, which was dissolved in methylene chloride and triturated with hexane to give 1 76 mg of title product 
as a compact white foam; [oc] D = -125.4° (c = 1.0, chloroform). TLC (methanol/methylene chloride 1 :9) R, = 0.16. 

25 HPLC: t R = 15.5 min. (97% total area, UV 220 nM); YMC S-3 ODS (C-1 8, 120A) 6 x 150 mm; 0% B:A-100% B:A, linear 
25 minute gradient (A = 90% water/methanol + 0.2% phosphoric acid) B = 90% methanol/water + 0.2% phosphoric 
acid); flow rate = 1 .5 ml/min. 



30 



Anal, calc'd for C 13 H 20 N 2 S 2 O 4 • 0.8 H 2 0 


•0.2 C 6 H 14 * 


0.1 CH 2 CI 2 : 


j C, 46.10; H,6.66; 
Found | C, 46.00; H.6.17; 


N, 7.52; 
N, 7.52; 


S, 17.21. 
S, 16.82. 



Example 15 

35 

[4S-[4a(R*)7a,9affl]-Octahydro-4-[(2-merc^ 
acid 

a) (R)-2-Bromopentanoic acid 

40 

[0177] Following the procedure of Example 14(a) but employing D-norva!ine in place of (R)-2-aminobutanoic acid, 
(R)-2-bromopentanoic acid was obtained as a clear liquid. 

b) (S)-2-(Acetyithio)pentanoic acid, dicyclohexylamine salt 

45 

[0178] Reacting (R)-2-bromopentanoic acid with potassium thioacetate in acetonitrile followed by treatment with 
dicyclohexylamine according to the procedure of Example 14(b), (S)-2-(acetylthio)pentanoic acid, dicyclohexylamine 
salt was obtained as a white solid. 

50 c) [4S-[4a(R*),7a,9aP]]-Octahydro-4-[[2-(acetylthio)-1 -oxopentyl]amino]-5-oxopyrrolo[2,1 -b]-[1 ,3]thiazepine- 
7-carboxylic acid, methyl ester 

[0179] Reacting the free acid of the dicyclohexylamine salt from part (b) with [4S-(4a,7a,9af})]-4-amino-octahydro- 
5-oxopyrrolo-[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester according to the procedure of Example 14(c), the 
55 title product was obtained as a white foam. 
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d) [4S-[4a(R*),7a,9ap]]-Octahydro^-[(2-mercapto-1-^^ 
7-carboxylic acid 

[0180] A solution of the product from part (c) in methanol was treated with 1M sodium hydroxide according to the 
5 procedure of Example 1 4(d) and gave the title product as a compact white foam; [a] D = -1 22.8° (c = 1 .0, CDCI 3 ). TLC 
(methanol/methylene chloride 1 :9) R f = 0.15. HPLC: t r = 20.5 min.; (97% total area, UV 220 nM); YMC S-3 ODS (C- 
18, 120A) 6 x 150 mm; 0% B:A- 100% B: A, linear 25 minute gradient (A = 90% watenmethanol + 0.2% phosphoric 
acid); B = 90% methanol :water + 0.2% phosphoric acid; flow rate = 1.5 ml/min. 



Anal, calc'd for C 14 H 2 2N 2 S 2 0 4 • 0.65 H 2 0 • 0.20 C 6 H 14 : 

| C, 48.63; H, 7.01; N, 7.46; S, 17.08. 
Found | C, 48.86; H, 6.70; N, 7.24; S, 16.74. 



15 Example 1 6 

[4S-[4a(R*),7a,9a3]l-Qctahydro^-[(2>mercapto-4 t 4-dimethyl-1-oxopentyl)]amino]-5-oxopyrrolo[2,1-b]'[1,3] 
thiazepine-7-carboxylic acid 

20 a) (R) 2-Bromo-4,4-dimethylpentanoic acid 

[0181] A solution of (R)-2-amino-4,4-dimethylpentanoic acid (950 mg, 6.55 mmol) in 2.5 N aqueous sulfuric acid (13 
ml, 33 mmol) was cooled to -5°C and treated with potassium bromide (2.72 g, 22.9 mmol) in one portion. The colorless 
solution was treated with sodium nitrite (680 mg, 9.86 mmol) portionwise, keeping the temperature between 0° and 
25 3°C over a period of 25 minutes. The reaction mixture was stirred at 0°C for one hour and at room temperature for 1 .5 
hours. The reaction mixture was poured into water (1 0 ml). The product was extracted with ether (60 ml), washed with 
water (20 ml) and brine (20 ml), dried (magnesium sulfate), and concentrated in vacuo to give the title product as a 
colorless liquid. 

30 b) (S)-2-(Acetylthio)-4,4-dimethylpentanoic acid 

[0182] A slurry of potassium thioacetate (750 mg, 6.58 mmol) and acetonitrile (10 ml, molecular sieves dried) was 
cooled to 0°C and treated with a solution of (R)-2-bromo-4,4-dimethylpentanoic acid from part (a) in acetonitrile (2 ml) 
over 5 minutes. The reaction mixture was allowed to warm to room temperature and stirred for 2.5 hours. The slurry 
35 was filtered. The filtrate was concentrated in vacuo. The residue was diluted in ether (50 ml), washed with two portions 
of 5% aqueous sodium thiosulfate (50 ml) and brine (25 ml), dried (magnesium sulfate), and concentrated in vacuo. 
The pale yellow oil was purified by flash chromatography (Merck silica gel, 12x3 cm., 10% methanol/methylene 
chloride) affording 575 mg of title product as a pale yellow oil. 

40 c) [4S-[4a(R*),7a,9ap]]-Octahydro^-f[2-(ace^ 
thiazepine-7-carboxylic acid, methyl ester 

[0183] A clear solution of the product from part (b) (148 mg, 0.72 mmol) in methylene chloride (5 ml, distilled from 
calcium hydride) was cooled to 0°C and treated with a solution of [4S-(4a,7a,9a|})]-4-aminooctahydro-5-oxopyrrolo 

45 [2,1 -b][1 ,3]thiazepine-7-carboxylic acid, methyl ester, p-toluenesulfonic acid salt [250.0 mg, 0.60 mmol, prepared from 
the material described in Example 5(d)] in methylene chloride (3 ml, distilled from calcium hydroxide), triethylamine 
(122 mg, 1 .2 mmol), followed by benzotriazol-1 -yloxytris(dimethylamino)phosphonium hexafluorophosphate (319 mg, 
0.72 mmol). The reaction mixture was stirred at 0°C for 24 hours and at room temperature for 5 hours. The crude 
reaction mixture was concentrated in vacuo. The residue was diluted in ethyl acetate (50 ml), washed with 5% aqueous 

50 potassium bisulfate (50 ml), 50% saturated aqueous sodium bicarbonate solution (50 ml), and brine (50 ml), dried 
(sodium sulfate) and concentrated in vacuo. The crude product was purified by flash chromatography (20g, Merck 
silica gel, ethyl acetate) to afford 244 mg of the title product as a white foam. 

d) [4S-[4q(R*),7a,9ap]]-Octahydro-4-[(2'mercapto-4 f 4'dimethyl-1 -oxopenryi)amino]-5-oxopyrrolo[2,1 -b]-[1 ,3] 
55 thiazepine-7-carboxylic acid 

[0184] A clear solution of the product from part (c) (240 mg, 0.56 mmol) in methanol (2 ml, nitrogen sparged) was 
cooled to 0°C and treated dropwise with 1N sodium hydroxide (2.27 ml, 2.24 mmol, argon sparged) with continuous 
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sparging at 0°C. The mixture was allowed to stir at 0°C for 3 hours and at room temperature for 3 hours. The mixture 
was acidified to pH of 1 with a solution of 5% aqueous potassium bisulfate (argon sparged). The product was extracted 
with methylene chloride (50 ml, nitrogen sparged), washed with brine, dried (sodium sulfate) and concentrated in vacuo. 
The crude product was recrystallized from methylene chloride/hexane to afford 75 mg of title product as a white solid; 
5 m.p. 124 - 126°C; [a] D = -175° (c = 0.25, methanol). TLC (acetic acid/methanol/methylene chloride 1 :5:94)R f = 0.65. 
HPLC: t R (YMC, S-3 ODS (C-1 8) 6.0 x 1 50 mm; 1 .5 ml/min . linear gradient 0 - 1 00%B over 30 min. , Buffer A = methanol/ 
water/phosphoric acid (1 0:90:0.2), Buffer B = methanot/water/phosphoric acid (90:10:0.2)) = 24.4 min., 95% of total 
peak area at 254 nm. 



10 



Analysis calc'd. for C 16 H 26 N 2 0 4 S 2 • 0.13 C 6 H 14 : 


Found 


C, 52.24; H.7.28; N, 7.26; S, 16.62 
C, 51 .97; H.7.26; N, 7.09; S, 16.23. 



15 Example 1 7 

[4S-[4a(R*),7a,9aP]]-Octahydro-4-[(2-mercapto^ 
acid 

20 a) (R)-2-Bromopropanoic acid 

[0185] Following the procedure of Example 14(a) but employing D-alanine in place of (R)-aminobutanoic acid, (R)- 
2-bromopropanoic acid was obtained as a light yellow oil. 

25 b) (S)-2-(AcetyUhio)propanoic acid 

[0186] To a light green solution of potassium thioacetate (3.94 g, 34.5 mmol) in acetonitrile (150 ml) was added a 
solution of (R)-2-bromopropanoic acid (4.8 g, 31 mmol) in acetonitrile (12 ml) at room temperature under an argon 
atomosphere. The resulting white slurry was stirred at room temperature for 2 hours then filtered. The filtrate was 
30 concentrated in vacuo. The residue was diluted in ethyl acetate (100 ml), washed with a 10% aqueous solution of 
potassium bisulfate (50 ml) and brine, dried (sodium sulfate), and concentrated in vacuo. The crude product (4.61 g) 
was purified by flash chromatography (60 g - Merck silica gel, 1 :45:54 acetic acid/ethyl acetate/hexane) to afford 3.7 
g of the title product as a light yellow oil; [a] D = -114° (c = 0.50, methanol). 

35 c) [4S-[4a(R*),7a,9a3]]-Qctahydro-4-[[2-(acetylthio)-1-oxopropyl]amino]-5-oxopyrrolo[2 ) 1-b][1,3lthiazepine" 
7-carboxylic acid, methyl ester 

[0187] A clear solution of (S)-2-(acetylthio)propanoic acid (86 mg, 0.58 mmol) in methylene chloride (5 ml, distilled 
from calcium hydride) was cooled to 0°C and treated with a solution [4S-(4a,7a,9a|})]-4-amino-octahydro-5-oxopyrrolo 

40 [2,1 -b][1 ,3]thiazepine-7-carboxylic acid, methyl ester, p-toluenesulfonic acid salt [200.0 mg, 0.48 mmol, prepared from 
the material described in Example 5(d)] in methylene chloride (5 ml, distilled from calcium hydride), triethylamine (98 
mg, 0.97 mmol), followed by benzotriazol-1 -yloxytris(dimethylamino)phosphonium hexafluorophosphate (255 mg, 0.58 
mmol). The reaction mixture was stirred at 0°C for 22 hours and at room temperature for 2 hours. The crude reaction 
mixture was concentrated in vacuo. The residue was diluted in ethyl acetate (100 ml), washed with 5% aqueous po- 

45 tassium bisulfate (30 ml), 50% saturated aqueous sodium bicarbonate solution, and brine, dried (sodium sulfate), and 
concentrated in vacuo. The crude product was purified by flash chromatography (40 g., Merck silica gel, ethyl acetate) 
to afford 180 mg of title product as a white solid; m.p. 143 - 145°C. 

d) [4S-[4a(R*),7a,9aft]]-Octahydro^-[(2-mercapto-1 -oxopropyl)amino]-5-oxopyrrolo[2,1 -b][1 ,3]thiazepine- 
50 7-carboxylic acid 

[01 88] A clear solution of the product from part (c) (1 80 mg, 0.48 mmol) in methanol (2 ml) under an argon atmosphere 
was cooled to -1 0°C and treated dropwise with argon sparged 1 N sodium hydroxide (1 .95 ml, 1 .95 mmol), keeping the 
temperature below 0°C. The mixture was allowed to stir with argon sparging at 0°C for 3 hours. The mixture was 
55 acidified to pH of 1 with a solution of 5% aqueous potassium bisulfate under an argon atmosphere. The product was 
extracted with nitrogen sparged ethyl acetate (100 ml), washed with brine, dried (sodium sulfate), and concentrated in 
vacuo. The crude product was purified by flash chromatography (40 g, Merck silica gel, 1 :5:94 acetic acid/methanol/ 
methylene chloride) to afford 1 54 mg of title product as a white solid; m.p. 1 50 - 1 52°C ; [a] D = -1 56° (C = 0.50, methanol). 
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55 



TLC (1:5:94 acetic aci d/m etha n ol/methy I en e chloride) R f = 0.28. HPLC: t R (YMC, S-3 ODS (C-18) 6.0 x 150 mm; 1.5 
ml/min. linear gradient 0-100%B over 30 minutes. Buffer A = methanol/water/phosphoric acid (10:90:0.2), Buffer B = 
methanol/water/phosphoric acid (90:10:0.2)) = 14.69 min., more than 95% of total peak area at 254 mM. 



Anal, calc'd. for C 12 H 18 N 2 O 4 S 2 «0.75CH 3 CO 2 H: 



Found 



C, 44.61 ; H, 5.82; N, 7.71 ; S, 1 7.64 
C, 44.76; H, 5.71; N, 7.81; S, 17.76. 



w Example 18 

[4SJ4a(R3 A 7gJ^^ 
7-carboxylic acid 

is a) (R)-2-[[(Phenylmethoxy)caroonyl]amino]-4-pentenoic acid 

[0189] A mixture of D -ally I glycine (2.8 g, 24.3 mmol), 1 M aqueous sodium hydroxide solution (25 ml), and tetrahy- 
drofuran (10 ml, distilled from ketyl) was stirred at room temperature until homogeneous then cooled in an ice-bath. 
To the resulting rapidly stirred solution was added about 5 mL of 1 .0 M aqueous sodium hydroxide solution then dropwise 

20 about 1 g of benzyl chloroformate. This was repeated 4 additional times until a total of 28 mL of 1 .0 M aqueous sodium 
hydroxide soltuion and 4.80 g (95%, 27 mmol) of benzyl chloroformate were added. The reaction mixture was stirred 
for 15 minutes at 0°C then 30 minutes at room temperature and then extracted with 50 mL of ether. The aqueous layer 
was acidified (pH = 1 .5) the by addition of 6N hydrochloric acid solution (about 10 mL) then extracted with three-50 
mL portions of ether. The three ether extracts were combined, dried (magnesium sulfate) and concentrated in vacuo 

25 to afford 6.01 g of title product as a colorless oil. 

b) (R)-2-[[(Phenylmethoxy)carbonyi]amino]-4-pentenoic acid, phenylmethyl ester 

[0190] Cesium carbonate (4.28 g, 13.1 mmol) was added to a solution of the product from part (a) (5.96 g, 23.9 
30 mmol) in anhydrous dimethylformamide (25 ml) at room temperature. The reaction mixture was stirred for 20 minutes 
then benzyl bromide (4.5 g, 26.3 mmol) was added rapidly (mildly exothermic). The mixture was stirred for 30 minutes 
then partitioned between 100 ml of water and 100 ml of ether. The organic layer was separated, washed with three- 
100 mL portions of water, 50 mL of brine, dried (magnesium sulfate) and concentrated in vacuo to give an oil. The 
crude material was purified by flash chromatography (Merck silica gel, 24 x 5.0 cm, 1 :10 ethyl acetate/hexane then 1 : 
35 4 ethyl acetate/hexane) to afford 6.13 g of title product as a colorless oil. 

c) (R)-g-[[(Phenylmethoxy)carbonyi]amino]cyclopropanepropanoic acid, phenylmethyl ester 

[0191] Palladium(ll)acetate (65 mg, 0.29 mmol) was added to a solution of the product from part (b) (5.78 g, 17.1 
40 mmol) in anhydrous ether (60 ml) and stirred for 10 minutes. The resulting mixture was cooled to 0°C was excess 
ethereal diazomethane (prepared from 1 2 g N-methyl-N'-nitro-N-nitroso-guanidine/1 20 ml ether) was added in portions 
over about 15 minutes. The reaction mixture was stirred for 15 minutes then quenched by addition of 1 mL of glacial 
acetic acid. The solution was transferred to a separatory funnel, washed with 100 mL of saturated aqueous sodium 
bicarbonate solution, 50 mL of brine, dried (magnesium sulfate) and concentrated in vacuo to give a yellow oil. The 
45 crude material was purified by flash chromatography (Merck silica gel, 20 x 5.0 cm, 1 :4 ethyl acetate/hexane) to afford 
5.74 g of title product as a colorless oil. 

d) (R)-(g-Amino)cyclopropanepropanoic acid 

so [0192] Palladium on carbon catalyst (10%, 1.14 g) was added to a solution of the product from part (c) (5.71 g, 16.2 
mmol) in methanol (75 ml) and stirred under an atmosphere of hydrogen (balloon) at room temperature for 48 hours. 
The reaction mixture was filtered to remove the catalyst and the catalyst was rinsed with warm water. The filtrate was 
then passed through a 0.4 u,M polycarbonate membrane filter. The filtrate was concentrated in vacuoXo give 2.03 g of 
title product as a white solid. 



e) (S)-o>(Acetylthio)cyclopropanepropanoic acid 

[0193] A mixture of the product from part (d) (2.00 g, 15.5 mmol) in 2.5 N aqueous sulfuric acid (30 ml) was stirred 
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at room temperature until homogeneous and then cooled to -5°C. Potassium bromide (6.50 g, 54.6 mmol) was added 
to this solution in one portion. The mixture was stirred until homgeneous. Sodium nitrite (1 .60 g, 23.2 mmol) was then 
added in small portions over about 25 minutes, maintaining the reaction temperature below 0°C. The reaction mixture 
was stirred for an additional 1 hour at 0°C then at room temperature for 1 .5 hours. The resulting mixture was diluted 
5 with 30 ml of water and extracted with three-30 ml_ portions of ether. The combined ether extracts were washed with 
25 mL of brine, dried (magnesium sulfate) and concentrated in vacuo to give 2.82 g of crude (R)-(a-bromo)cyclopro- 
panepropanoic acid as a pale yellow oil. 

[0194] A solution of this crude (R)-(a-bromo)cyclopropanepropanoic acid was added in acetonitrile (10 ml) over 5 
minutes to a stirred slurry of potassium thioacetate (1 .83 g, 16.1 mmol) in acetonitrile (20 ml) while cooling in an ice- 
10 bath. The reaction mixture was stirred at 0°C for 1 hour then at room temperature for 16 hours. The reaction mixture 
was filtered and the filtrate concentrated in vacuo to give an oil. The oil was partitioned between 50 mL of ether and 
50 mL of 5% aqueous sodium thiosulfate solution. The organic layer was separated, washed with 25 mL of brine, dried 
(magnesium sulfate) and concentrated in vacuo to give a yellow oil. The crude material was purified by flash chroma- 
tography (Merck silica gel, 1 2 x 5.0 cm, 1 :1 9 methanol/methylene chloride) to afford 1 .52 g of title product as a yellow oil. 

15 

f) f4S-[4a(R*) l 7a,9aP]]-Octahydro^ 
thiazepine-7-carboxylic acid, methyl ester 

[0195] Benzotriazol-1-yloxytris(dimethylamino)-phosphoniumhexafluorophosphate (292 mg, 0.66 mmol) was added 
20 jn one portion to a mixture of [4S-(4a,7a I 9aP)]-octahydro-4-amino-5-oxopyrrolo[2,1 -b][1 ,3]thiazepine-7-carboxylic ac- 
id, methyl ester, p-toluenesulfonic acid salt [250 mg, 0.60 mmol, prepared from the material described in Example 5 
(d)] in methylene chloride (3 ml, distilled from calcium hydride), triethylamine (121 mg, 1.20 mmol), and the product 
from part (e) (122 mg, 0.65 mmol) in methylene chloride (3 ml, distilled from calcium hydride). The reaction mixture 
was stirred for 0°C for 1 hour then at room temperature for 1 .5 hours. The resulting mixture was partitioned between 
25 20 ml of ethyl acetate and 20 ml of 1 M aqueous potassium bisulfate solution. The organic layer was separated, washed 
with 20 ml of 5% aqueous sodium bicarbonate solution, 20 ml of brine, dried (magnesium sulfate) and concentrated 
in vacuoXo give an oil. The crude material was purified by flash chromatography (Merck silica gel, 12 x 3.0 cm, 1 :1 
ethyl acetate/hexane) to afford 1 91 mg of title product as a solid white foam. 

30 g) [4S-[4a(R # ),7a,9aM-Octahydro^-[(3^ 
thiazepine-7-carboxylic acid 

[0196] A solution of the product from part (f) (1 85 mg, 0.45 mmol) in methanol (3 ml) was sparged with argon for 10 
minutes at 0°C and then 1M aqueous sodium hydroxide solution (3 ml, freshly sparged with argon for 10 minutes) was 

35 added. The reaction mixture was stirred for 2.5 hours at room temperature with continuous argon sparge then acidified 
by addition of 20 ml of 1M potassium bisulfate solution and extracted with 20 ml of ethyl acetate. The organic extract 
was washed with 20 ml of brine, dried (sodium sulfate) and concentrated in vacuo to give a gum. The gum was rinsed 
with anhydrous ether then concentrated under oil pump vacuum to afford 121 mg of the title product as a white foam; 
[a] D = -103° (c = 0.23, methanol). TLC (1 ;10:90 acetic acid/methanol/methylene chloride) R f = 0.46. 

40 [0197] HPLC: t R (YMC S-3 ODS 6.0 x 150 mm; 1 .5 mL/min, linear gradient 0-100%B over 30 minutes, Buffer A = 
methanol/water/phosphoric acid (10:90:0.2), Buffer B = methanol/water/phosphoric acid (90:10:0.2)) = 20.7 minutes 
greater than 97% of total peak area at 254 nm. 
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Anal, calc'd for C 15 H 


22N2O4S2 • 0.20 H 2 0: 


Found 


C, 49.77; 
C, 50.01; 


H, 6.23; 
H, 6.27; 


N, 7.74; 
N, 7.50; 


S, 17.71 
S, 17.40. 



Example 19 

50 

[4S-(4q,7a,9ap)]-Octahydro-4-[[(1-merra^ 
7-carboxylic acid 

a) 1 -Mercaptocyclopentanecarboxylic acid 

55 

[0198] A solution of lithium diisopropylamide was prepared under nitrogen from diisopropylamine (5.4 ml, 38.5 mmol) 
and n-butyllithium (2.5 M in hexanes, 15.4 ml, 38.5 mmol) in tetrahydrofuran (17.6 ml), maintaining the temperature 
between -3°C to 0°. 
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After stirring for 15 minutes, cyclopentanecarboxylic acid (2.0 g, 17.5 mmol) was added in tetrahydrofuran (2 ml) at 
0°C to 3°C over 25 minutes. After 15 minutes at 0°C, the bath was removed and the reaction was stirred 15 minutes 
more, causing the temperature to rise to 1 5°C. The milky white solution was cooled to -78°C and sulfur (S 8 , 61 8.0 mg, 
19.3 mmol) was added as a solid, maintaining the temperature at -78°C. The reaction was allowed to warm to room 
5 temperature in situ. After 70 hours, the reaction was cooled to 0°C, quenched with water (pH 8-9) and quickly acidified 
to pH 1 with 6N hydrochloric acid. The aqueous solution was extracted with ethyl acetate (3 x 30 ml), washed with 
brine, dried (magnesium sulfate), filtered and concentrated to give 2.62 g of title product as a yellow oil. 

b) 1 -(Acetylthio)cyclopentanecarboxylic acid 

w 

[0199] To a solution of the product from part (a) (1.44 g, 9.89 mmol) in a nitrogen sparged solution of 1N sodium 
hydroxide (20 ml, 19.7 mmol) at 0°C was added acetic anhydride (0.93 ml, 9.89 mmol). Tetrahydrofuran (13 ml) was 
added in order to solubilize the oil which formed. After stirring one hour at 0°C (pH 7), the reaction was warmed to 
room temperature and additional acetic anhydride (0.47 ml, 4.9 mmol) was added, as well as solid potassium carbonate 
is (2.04 g, 14.8 mmol) to pH 10 and tetrahydrofuran (4 ml). After stirring overnight at room temperature, the reaction 
mixture was acidified to pH 1 with 1N hydrochloric acid and extracted with ethyl acetate. The ethyl acetate extracts 
were combined, washed with brine, dried (magnesium sulfate) filtered and concentrated in vacuo to give a yellow solid 
(1 .61 g). The solid was recrystallized twice from ethyl acetate/hexanes to give 614 mg of title product as a light brown 
solid; m.p. 119.5 - 121 .5°C. 

20 

c) [4S-(4a,7ct,9a|3))-Octahydro-4-[[1 -[(acetylthio)cyclopentyl]carbonyl]amino]-5-oxopyrrolo[2, 1 -b][1 ,3]thiazepine- 
7-carboxylic acid, methyl ester 

[0200] To a solution of the product from part (b) (94.5, 0.502 mmol) in methylene chloride (3.6 ml) at 0°C under 
25 nitrogen, was added triethylamine (70 pJ, 0.502 mmol) followed by [4S-(4a,7a,9ap)]-4-aminooctahydro-5-oxopyrrolo 
[2,1-b][1 ,3]thiazepine-7-carboxylic acid, methyl ester, p-toluenesulfonic acid salt [prepared from the material described 
in Example 5(d), 198.9 mg, 0.478 mmol] in one portion, followed by triethylamine (66.6 uJ, 0.478 mmol). The reaction 
was stirred for 5 minutes at 0°C. Benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate (222.0 
mg, 0.502 mmol) was then added as a solid. The reaction was stirred at 0°C for one hour and then at room temperature 
30 for 2.25 hours. The reaction was concentrated in vacuo and the residue partitioned between ethyl acetate and 5% 
potassium bisulfate (20 ml). The organic layer was washed with half saturated sodium bicarbonate and brine, dried 
(magnesium sulfate), filtered and concentrated to a clear oil. Purification by flash chromatography eluting with 11:9 
ethyl acetate/hexane gave 169.3 mg. of title product as a clear oil. 

35 d) [4S-(4a,7a,9afl)]-Octahydro-4-[[(1 -mercaptocyclopentyl)carbonyl]amino]-5-oxopyrrolo[2,1 -b][1 ,3]thiazepine- 
7-carboxylic acid 

[0201] A solution of the product from part (c) (167.3mg., 0.404 mmol) in methanol (4 ml, deoxygenated via nitrogen 
bubbling) was cooled to 0°C and treated with 1 N sodium hydroxide (4 ml, deoxygenated via nitrogen bubbling). After 

^o stirring for 1 .5 hours at 0°C while purging continuously with nitrogen, the reaction was warmed to room temperature. 
After a total of three hours, the reaction was acidified to pH 1 with 5% potassium bisulfate and extracted with ethyl 
acetate. The organic layers were combined, washed with water (20 ml), brine, dried (sodium sulfate), filtered, concen- 
trated in vacuo and re-evaporated from hexanes to give a white solid. The compound was dissolved in dioxane (an- 
hydrous) and lyophillized to give 110 mg, of title product as a white solid; [a] D = -106.5° (c = 0.68, chloroform). TLC 

45 (7:2.9:0.1 , ethyl acetate/hexane/acetic acid)R f = 0.12. 

HPLC: t R = 21 .5 min; YMC S-3 ODS (C-1 8) 6.0 x 1 50 mm; 0% to 1 00% B: A, 30 minutes linear gradient and 1 0 minutes 
hold, 1 .5 ml/min.; A = 90% water/ 1 0% methanol + 0.2% phosphoric acid, B = 90% methanol/10% water + 0.2% phos- 
phoric acid; 220 nm. 



Anal, calc'd for C 15 H 22 N 2 0 4 S 2 »0.15 C 4 H 8 0 2 K).7 H 2 0 


•0.08C 6 H 14 : 


| C, 49.37; H, 6.63; N, 7.16; 
Found | C, 49.03; H, 6.37; N, 7.21; 


S, 16.39 
S, 16.65. 
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Example 20 

r4S-(4a,7a,10aP)]-4-[(2-Carboxy-1-oxo-3-ph 
7-carboxylic acid 

5 

a) 3-(Phenylmethyl)propanedioic acid, monoethyl ester 

[0202] 3-(Phenylmethyl)propanedioic acid, diethyl ester (2.5 g, 10 mmol) in 10 ml of tetrahydrofuran was stirred 
overnight with 10 ml of 1 N lithium hydroxide. The reaction mixture was acidified with 11 ml of 1 N hydrochloric acid and 
w extracted with two 50 ml portions of ethyl acetate. The ethyl acetate extracts were washed with brine, dried (sodium 
sulfate), and concentrated in vacuo. The concentrate was chromatographed through silica gel (80 g) using a 5% meth- 
anolxhloroform solvent system. The appropriate fractions were combined and concentrated to yield 1.23 g of title 
product. 

15 b) [4S-(4q,7q,10ap)]-4-[[2-(Ethoxycarto^ 
thiazepine- 7-carboxylic acid, methyl ester 

[0203] The product from part (a) (0.222g, 1 mmol) and [4S-(4a.7ot,1 0aP)]-octahydro-4-amino-5-oxo-7H-pyri- 
do-[2,1-b][1,3]thia£epine-7<arboxylic acid, methyl ester [0.258 g., 1 mmol, prepared as described in Example 3(c)] 

20 were dissolved in methylene chloride (5 ml) and cooled to 0°C. Triethylamine (0.14 ml, 1 mmol) was added and the 
reaction mixture was stirred for one hour. Benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate 
(0.442 g, 1 mmol) was added and the solution was stirred at 0°C for 1 hour and at room temperature for 2.5 hours. 
The reaction mixture was diluted with 50 ml of methylene chloride and washed with water, 10% sodium bisulfate, 
saturated aqueous sodium bicarbonate, dried (sodium sulfate), filtered and concentrated in vacuo. The residue was 

25 chromatogaphed through silica gel using 30% ethyl acetate in hexanes. The appropriate fractions were combined and 
concentrated in vacuo to yield 0.22 g of title product. 

c) [4S-(4a,7a,10ap)]-44(2-Carboxy-1^ 
7-carboxylic acid 

30 

[0204] The product from part(b) (0.22 g, 0.476 mmol) was stirred with 1 N lithium hydroxide (5 ml) in tetrahydrofuran 
(5 ml) at room temperature for 3 hours. The reaction mixture was acidified to pH 2 with 1N hydrochloric acid and 
concentrated in vacuo. The residue was dissolved in ethyl acetate and washed with water, brine, dried (sodium sulfate), 
and concentrated in vacuo to 3 ml at which point product crystallized. After standing at 0°C overnight, the solid was 
35 filtered and dried to yield 0.16 g of title product as a white solid; m.p. 159 - 162°C; [a] D = - 84.92° (c = 0.7, methanol). 
TLC (chlorofoimmethanol, 9:1) R f = 0.23, 0.28. 

HPLC: t R =16.15,1 6.35 min. ; (U V 254 nm); YMC S-3 ODS (C-1 8) 6.0 x 150 mm, 3ji end capped column, linear gradient 
of 50 - 90% aqueous methanol containing 0.2% phosphoric acid, 20 min., 1 .5 ml/min. (44.9%, 55.1% isomer mixture). 



Anal, calc'd for C 20 H 24 N 2 S0 6 < 


).1 H 2 0: 


| C, 56.89; 


H, 5.78; 


N, 6.66; S, 7.59 


Found | C, 56.98; 


H, 5.68; 


N,6.58; S.7.15. 



45 Example 21 

[4S-[4a(R*),7a,10ap]]-Octahydro-4-[(2-mercapto>1-oxo-3-phenylpropyl)amino]-5-oxo[1,4]oxazino[3,4-b1-f1 t 31 
thiazepine-7-carboxylic acid 

so a) 0-(2,2-Dimethoxyethyl)-N>[N-[(phenylmethoxy)carbonyl]-L-homoseryl]-L'Serine t methyl ester 

[0205] A solution of N-[0-[(1 ,1 -dimethylethyl)dimethylsilyl]-N-[(phenylmethoxy)carbonyll-L-homoseryl] 
-0-(2,2-dimethoxyethyl)-L-serine t methyl ester [5.56 g, 1 0 mmol, prepared as described in Example 1 0(h)] in methanol 
(65 ml) was cooled to 0°C (ice salt bath), treated with p-toluenesulfonic acid monohydrate (386 mg, 2.0 mmol) and 
55 stirred at 0°C for 1 .5 hours. The reaction was quenched with sodium bicarbonate solution (198 mg. in 20 ml water), 
stirred for 5 minutes then evaporated to remove the methanol. The aqueous phase was extracted with ethyl acetate 
(2 x 200 ml) and the combined organic extract was washed with water (110 ml), 5% sodium bicarbonate (80 ml) and 
brine (80 ml), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo. The crude product 
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was chromatographed on silica gel column (Merck), editing the column with ethyl acetate:hexane (2:1) and ethyl ac- 
etate:methanol (98:2) to give 3.975 g of title product as a syrup. TLC (ethyl acetate: hexane, 4:1) R, = 0.17. 

b) 0-(2,2'Dimethyloxyethyl)-N40-(methylsulfonyl)-N4(phenylmethoxy)camonvlVL-homoseryl]-L-serine, methyl ester 

5 

[0206] A solution of the product from part (a) (3.975 g, 8.98 mmol) in dry methylene chloride (52 ml) was cooled to 
-15°C, treated with triethylamine (1.82 ml, 13.1 mmoles) and methanesulfonyl chloride (0.82 ml, 10.6 mmoles) and 
stirred at -1 5°C for 30 minutes. The reaction mixture was quenched with 25% ammonium chloride (1 9 ml), warmed to 
room temperature and diluted with ethyl acetate (750 ml). The organic phase was washed with 5% potassium bisulfate 
10 (1 00 ml), 50% saturated brine (1 00 ml) and saturated brine (1 00 ml), dried (anhydrous sodium sulfate), filtered, evap- 
orated to dryness and dried in vacuo to give 4.9 g of title product as a waxy solid. TLC (ethyl acetate: hexane, 4:1) R f 
= 0.32. 

c) N-[S-Acetvl-N-[(phenylmethoxy)carbonyl]-L-homocysteinyl]-0-(2,2-dimethoxyethyl)-L-serine, methyl ester 

15 " " ~ ~ ^ ~ " " * ^ ~" *~ 

[0207] Cesium carbonate (5.56 g, 1 7.04 mmoles) was added to a solution of thiolacetic acid (2.6 ml) in dry methanol 
(40 ml), stirred for 10 minutes then evaporated to dryness. The resulting solid was triturated with acetone (7x8 ml) 
and the off-white solids obtained were dried in vacuo to give 4.39 g cesium thiolacetic acid. 

[0208] A suspension of cesium thiolacetic acid (2.43g, 1 .3 eq.) in dry dimethylformamide (8.0 ml) was treated with 
20 a solution of the product from part (b) (4.9 g, 8.98 mmol) in dry dimethylformamide (24 ml) and stirred for 16 hours at 
room temperature under argon. The mixture was diluted with ethyl acetate (1 .0L), washed successively with 5% sodium 
bicarbonate (2 x 150 ml), water (2 x 150 ml) and brine (150 ml), dried (anhydrous sodium sulfate), filtered, evaporated 
to dryness and dried in vacuo. The crude product was chromatographed on a silica gel column (Merck), eluting the 
column with ethyl acetate:hexane mixtures (1:1; 2:1) to give 3.93 g of the title product as a waxy solid. TLC (ethyl 
25 acetate:hexane, 4:1) Rf = 0.63. 

d) 0-(2,2-Dimethoxyethyl)'N-[N-[(phenylmethoxy)carbonyl]-L-homocysteinyl]-L-serine, methyl ester 

[0209] A solution of the product from part (c) (200 mg, 0.49 mmol) in methanol (8.0 ml) was purged with argon for 
30 30 minutes, cooled to 0°C (ice-salt bath) and treated with 25% sodium methoxide in methanol (0.11 ml, 0.5 mmol), 
maintaining the bubbling of argon throughout the addition and length of the reaction . After 5 minutes at 0°C, the mixture 
was quenched with 25% ammonium chloride (2.3 ml) and partitioned between ethyl acetate (2x12 ml) and water (2.3 
ml). The combined organic extracts were washed with 25% ammonium chloride (4.6 ml) and brine (4.6 ml), dried 
(anhydrous sodium sulfate), filtered, evaporated to dryness and dried in vacuo to give 183.2 mg of title product as a 
35 white solid. TLC (ethyl acetate: hexane, 4:1 )Rf = 0.62. 

e) [4S-(4a7a,10aP)]-Octahydro-5-oxo-4-[[(phenylmetho)cy)carbonyl]amino][1,4]oxazino[3,4-b][1,3]thiazepine- 
7-carboxylic acid 

40 [0210] A solution of the product from part (d) (50 mg, 0.11 mmol) in dry methylene chloride (2.0 ml) was treated with 
Amberlyst® 15 (H + form; 13 mg), stirred for 3 days at room temperature under argon, treated with more Amberlyst® 
15 (13 mg) and stirred for another 3 days. The solution was decanted and chromatographed on silica gel column 
(Merck), eluting the column with ethyl acetate: hexane mixtures (1 :3; 1:1) to give 21 .1 mg of title product as a syrup. 
TLC (ethyl acetate:hexane, 4:1) Rf = 0.70. 

45 

f) [4S-(4a,7a t 10aB)l-Octahydro-4-amino-5-oxori,4l-oxazinor3,4-b][1,3]thiazepine- 7-carboxylic acid, methyl ester 

[0211] A solution of the product from part (e) (421 mg, 1 .01 mmoles) in dry methylene chloride (25 ml) was treated 
with trimethylsilyl iodide (0.72 ml, 5.06 mmoles) and stirred at room temperature under argon for 1.75 hours. The 
50 mixture was evaporated to dryness and the syrup obtained was partitioned between ethyl ether (50 ml) and 0.2 N 
hydrochloric acid (2 x 25 ml). The aqueous phase was brought to pH 10 with saturated sodium bicarbonate (25 ml), 
treated with solid sodium chloride (2.0 g) and extracted with methylene chloride (3 x 75 ml) to give 219 mg of title 
product as a syrup. A second treatment of the aqueous phase with sodium chloride (2.0 g) and reextraction with meth- 
ylene chloride (2 x 100 ml) gave an additional 37 mg of title product. TLC (methylene chloride:methanol, 9:1 ) R, = 0.23. 

55 
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g) r4S-f4a(R*)7a,10a&]]-Octahydro-4-[(2-(acetylthio)-1 -oxo-3-phenvlpropyl]aminol-5-oxof1 ,4]oxazino-[3,4-bjri ,3] 
thiazepine-7-carboxylic acid, methyl ester 

[0212] (S)-2-(Acetylthio)benzenepropanoic acid, dicyclohexylamine salt (51 6 mg, 1 .32 mmol, 1 .2 eq.) was suspend- 
5 ed in ethyl acetate (42 ml), washed with 5% potassium bisulfate (5 x 6.0 ml) and brine (6.0 ml), dried (anhydrous 
magnesium sulfate), filtered, evaporated to dryness and dried in vacuo. 

[0213] The free acid was dissolved in dry methylene chloride (9.5 ml), cooled to 0°C (ice-salt bath) and treated 
sequentially with a solution of the product from part (f) (285.5 mg, 1 .09 mmol) in dry methylene chloride (4.2 ml), 
triethylamine (0.14 ml, 1.15 mmol) and benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate 

w (484 mg, 1 .09 mmol). The reaction mixture was stirred at room temperature for 1 .0 hour and at room temperature for 
2.0 hours under argon, then stripped to dryness. The residual syrup was dissolved in ethyl acetate (40 ml), washed 
with 0.5 N hydrochloric acid (2 x 6.6 ml), water (6.6 ml) and brine (6.6 ml), dried (anhydrous sodium sulfate), filtered, 
evaporated to dryness and dried in vacuo. The crude product was chromatographed on silica gel column (Merck), 
eluting with ethyl acetate: hexane mixtures (1:2; 1:1) to give 382.9 mg of title product as a syrup. TLC (ethyl acetate: 

15 hexane, 1:1) R f = 0.28. 

h) [4S-[4g(R*),7a,10aft]]-Octahydro^ 
thiazepine-7-carboxylic acid 

20 [0214] A solution of the product from part(g) (382.9 mg, 0.82 mmol) in methanol (9.0 ml) was purged with argon for 
30 minutes, cooled to 0°C (ice-salt bath) then treated with 1 .0 N sodium hydroxide (3.32 ml, 4.0 eq; previously purged 
with argon for 30 minutes), maintaining the bubbling of argon throughout the addition and length of the reaction. The 
reaction mixture was stirred at 0°C for 5.0 hours and at room temperature for 1.0 hour, brought to pH 2.0 with 5% 
potassium bisulfate (14.5 ml), warmed to room temperature and extracted with ethyl acetate (2 x 50 ml). The combined 

25 organic extracts were washed with brine (10 ml), dried (anhydrous sodium sulfate), filtered, evaporated to dryness and 
dried in vacuo. The syrup obtained was evaporated twice from hexane (25 ml) and the solid foam obtained was chro- 
matographed on a silica gel column (Merck), eluting the column with toluene:acetic acid mixtures (100:1; 50:1; 20:1) 
to give 212 mg of title product as a solid; m.p. 224 - 226°C; [ct] D = -50.2° (c = 0.45, methanol). TLC (toluene:acetic 
acid, 5:1) R f = 0.28. 

30 HPLC: t R = 5.37 min. (UV 220 nm) (98.9%); YMS S-3 ODS (C-18) 6 x 150 mm; 60% (10% water-90% methanol -0.2% 
phosphoric acid) / 40% (90% water-10% methanol -0.2% phosphoric acid), isocratic. 





Anal, calc'd for C 18 H22N20 5 S 2 • 


0.14 H20: 




35 


| C, 52.34; H, 5.44; 


N, 6.78; S, 


15.53 


Found | C, 52.58; H, 5.57; 


N, 6.44; S, 


15.16. 



Example 22 



40 [4S-[4g(R*),7a,1 0a&11-Octahydro-4-[(2-mercapto-1 -oxo-3-phenylpropyl)amino]-5-oxo-7H-pyridof2 l 1 -b|-f1 ,3] 
thiazepine-7-carboxylic acid 

[0215] The product of Examples 3 and 11 was also prepared as follows: 

45 a) [4S-(4a,7a,10ap)]-Qctahydro-4-amino-5-oxo-7H-pyrido[2,1-b][1 > 3]thiazepine-7-carboxylic acid, methyl ester, p- 
toluenesuffonic acid salt 

[0216] [4S-(4a,7a,10aP)]-Octahydro-4-amino-5-oxo-7H-pyrido[2 ( 1 -b][1 ,3]thiazepine-7-carboxylic acid, methyl ester 
(6. 1 1 g) was dissolved in ethyl acetate (about 100 ml) and treated with a solution of p-toluenesulf onic acid monohydrate 
50 (4.52 g) in methanol (3 ml) and ethyl acetate (20 ml). A precipitate formed immediately. The mixture was diluted with 
additional ethyl acetate and the solid was collected by filtration. The solid was washed with ethyl ether and dried in 
vacuo to give 7.908 g of the title product as a pale yellow solid in 98% purity; m.p. 179 - 181°C (decomp.). 

b) [4S-[4g(R*) 1 7a,10a&]]-Octahydro-4-[[2-(acetylthio)-1^xo-3-phenylpropynamino]-5-oxo-7H-pyrido-[2,1-b^ 
55 thiazepine-7-carboxylic acid, methyl ester 

[0217] A slurry of the product from part (a) (636 mg, 1 .48 mmol) in methylene chloride (5 ml) and dimethylformamide 
(1 ml) was treated with N-methylmorpholine (163 uJ, 150 mg, 1.48 mmol) followed by 1 -hydroxy- 7-azabenzotriazole 
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(208 mg, 1 .52 mmol). The bright yellow solution was then treated with (S)-2-(acetylthio)benzenepropanoic acid (333 
mg, 1.48 mmol) in methylene chloride (5 ml) and cooled in an ice-bath. Ethyl-3-(dimethylamino)propyl carbodiimide, 
hydrochloride salt (2.88 mg, 1 .50 mmol) was added and the mixture was stirred at 0°C for 1 hour and at room temper- 
ature for 1.5 hours. The solvent was removed by rotary evaporation and the residue was partitioned between ethyl 
5 acetate and 0.5 N hydrochloric acid. The ethyl acetate extract was washed successively with water (twice), 50% sat- 
urated sodium bicarbonate, and brine, then dried (sodium sulfate), filtered, and stripped to give 651 .2 mg of title product 
as a white foam. 

c) f4S-[4a(R*),7a,10a31]-Octahydro^-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyridor2,1-b]-[1,31 
10 thiazepine-7-carboxylic acid 

[0218] A solution of the methyl ester product from part (b) in deoxygenated methanol was treated with 1N sodium 
hydroxide according to the procedure of Example 3(d) to afford the title product. 

15 Example 23 

[4S'[4a(R*),7a,10aP]]-Octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2,1-b][1 > 3] 
thiazepine-7-carboxylic acid 

20 [0219] The product of Examples 3, 11 and 22 was also prepared as follows: 

a) N-[(Phenylmethoxy)carbonyl]-L-methionine 

[0220] In a 2L flask equipped with a mechanical stirrer and internal thermometer, sodium hydroxide (61 .65 g, 1 .541 

25 mol) was dissolved in distilled water (1000 ml). To this solution, L-methionine (100.0 g, 0.670 mol) was added at room 
temperature. The solution was cooled in an ice bath (internal temperature 3°C) and benzyl chloroformate (110 ml, 
0.737 mol) was added over 10 minutes. After a 15 minute induction period, the internal temperature rose from 3°C to 
12°C over 30 minutes and then dropped to 0°C over 15 minutes. The reaction was stirred at 0°C for 2 hours, during 
which time the initially cloudy reaction mixture became homogeneous. The ice bath was removed, and the reaction 

so was allowed to warm to room temperature over 1 hour. The reaction mixture was transferred into a separatory funnel 
and washed with hexane (2 x 300 mi). The aqueous layer was acidified with 6N hydrochloric acid to pH 5 and diluted 
with ethyl acetate (600 ml). The mixture was further acidified to pH 2. The organic layer was separated, and the aqueous 
layer was extracted with ethyl acetate (3 x 600 ml). The organic extracts were combined and washed with brine (750 
ml), dried (magnesium sulfate), filtered and concentrated in vacuo to produce a light yellow oil. The crude product (oil) 

35 was dissolved in toluene (1 500 ml), and the solution was concentrated to half of its volume. A second portion of toluene 
(750 ml) was added, and concentrated again such that 630 ml of toluene remained. This solution was stored at 5°C 
overnight, during which time some of the product crystallized from solution. The solid was redissotved by warming to 
room temperature. Toluene (1 34 ml) was then added (a few seed crystals remained). With mechanical stirring, heptane 
(500 ml) was added in 30 ml portions at 10 minute intervals (approximately 3 hours total addition time). At this point, 

40 the product started to crystallize from solution. An additional portion of heptane (1 020 ml) was added over 1 .5 hours, 
and the resulting slurry was stirred for 2 hours. The product was collected by vacuum filtration, washed with 1 :2 toluene: 
heptane (3 x 150 ml) and heptane (3 x 500 ml) and air-dried to give 158.6 g of title product as a white solid; m.p. 66°C; 
[a] D = -1 .5° (c = 1 , 95% ethanol). TLC (ethanohwater, 3:1) R f = 0.78. 



45 


Anal, calc'd for C 13 H 17 N0 4 S: 




| C, 55.11; H.6.05; 


N, 4.94 




Found j C, 54.96; H, 6.20; 


N, 4.83. 



so b) N-[(Phenylmethoxy)carbonyl]-L-methionine, methyl ester 



[0221] In a 3 L flask equipped with a mechanical stirrer and an argon inlet, the product from part (a) (100.0 g, 0.353 
mol) was dissolved in methanol (2L), and p-toluenesulfonic acid monohydrate (6.71 g, 0.035 mol) was added. The 
reaction mixture was stirred under argon for 21 hours. Triethylamine (4.9 ml, 0.035 mol) was added, and the reaction 
55 mixture was stirred for an additional 15 minutes. The reaction mixture was concentrated in vacuo to a pale yellow oil. 
The oil was dissolved in ethyl acetate (900 ml), and the solution was washed with 1N hydrochloric acid (740 ml), 
saturated sodium bicarbonate (2 x 740 ml) and brine (740 ml). The organic layer was dried (magnesium sulfate), filtered 
and concentrated in vacuo to a light yellow oil. The oil was concentrated from hexane (2 x 100 ml) to obtain 98.22 g 
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of titie product as a white solid. 

c) N-[(Phenylmethoxy)canbonyl]-L-methionine, sulfoxide, methyl ester 

5 [0222] In a 3L flask equipped with mechanical stirrer, the product from part (b) (97.95 g, 0.329 mol) was dissolved 
in methanol (1675 ml) and distilled water (215 ml). The solution was cooled in an ice bath, and sodium bicarbonate 
(28.5 g, 0.339 mol) was added. N-Chlorosuccinimide (44.0 g, 0.329 mol) was added in small portions over 25 minutes 
so that the internal temperature did not exceed 7°C. 

The mixture was stirred in an ice bath for 1 hour and then was allowed to warm to room temperature over 1 hour. The 
io mixture was concentrated in vacuo by about 75% to remove the methanol, diluted with ethyl acetate (1000 ml) and 
washed with brine (500 ml). The brine layer was back-extracted with ethyl acetate (2 x 200 ml). The organic extracts 
were combined, dried (magnesium sulfate), filtered, and concentrated in vacuo to a clear, viscous oil. The oil was 
concentrated from toluene (3 x 1 00 ml) and residual solvents were removed under high vacuum to produce crude title 
product as a clear oil, which solidified to a white solid (1 31 .4 g). The crude product contained 1 2 weight percent suc- 
15 cinimide and 9 weight percent toluene by NMR. The product was a mixture of sulfoxide diastereomers. 

d) S-[(Acetyloxy)methyl]'N-[(phenylmethoxy)carbonyl]-L-homocysteine, methyl ester 

[0223] To a 1 liter flask containing the product from part (c) (1 02.8 g corrected weight, 0.328 mol) was added toluene 
20 (480 ml), sodium acetate (32.3 g, 0.394 mol) and acetic anhydride (186 ml, 1 .970 mol). The resulting mixture was 
refluxed (11 8°C) under argon for 18 hours. The dark brown reaction mixture was allowed to cool to room temperature. 
After an hour at room temperature the reaction mixture became very thick with solids. The solids were dissolved with 
ethyl acetate (100 ml), and the mixture was partially concentrated in vacuoto a viscous brown residue. 
The residue was concentrated from toluene (240 ml) to remove acetic anhydride, diluted with ethyl acetate (1000 ml), 
25 and carefully washed with saturated sodium bicarbonate (4 x 680 ml). The organic layer was washed with brine (450 
ml), dried (magnesium sulfate), filtered and concentrated in vacuo. Residual solvents were removed under high vacuum 
to produce a light brown solid. The crude product was dissolved in n-butyl acetate (450 ml) with warming (35°C) and 
stirring. After cooling to room temperature, hexane (200 ml) was added slowly to the solution with stirring over 15 
minutes. At this point the product crystallized from the solution. An additional portion of hexane (700 ml) was added 
30 over 30 minutes, and the resulting slurry was stirred for 3 hours. The product was collected by filtration and washed 
with 1 :2 n-butyl acetate: hexane (200 ml), 1 :4 n-butyl acetate: hexane (2 x 240 ml), and hexane (2 x 250 ml). The product 
was air-dried, then dried under high vacuum to give 87.7 g of title product as a pale brown solid; m.p. 73°C; [a] D = 
-1.6° (c = 1 , 95% ethanol). TLC (5% methanol/methylene chloride) R, = 0.80. 



35 



Anal, calc'd for C 16 H 21 N0 6 S: 


Found 


C, 54.07; H,5.95; N, 3.94 
C, 53.48; H, 5.74; N, 3.82. 



40 e) S-Acety!-N-[(phenylmethoxy)carbonyl]-L-homocysteine 

[0224] In a 1 L flask, a solution of the product from part (d) (83.0 g, 0.233 mol) in tetrahydrofuran (415 ml) was 
sparged with argon for 30 minutes. In a separate 2L flasked equipped with a mechanical stirrer and an argon inlet, a 
solution of 86.8% potassium hydroxide (62.7 g, 0.969 mol) in distilled water (280 ml) was sparged with argon for 15 
45 minutes. 

[0225] The tetrahydrofuran solution was added to the potassium hydroxide solution (internal temperature 20°C) rap- 
idly, via cannula, with vigorous stirring under argon. The flask containing the product from part (d) was rinsed with 20 
ml of tetrahydrofuran (sparged with argon for 15 minutes) and the rinse was added to the reaction mixture. After 30 
minutes, the reaction was clear and biphasic, and an exotherm to 28°C had occurred. 

50 [0226] After an additional 2 hours, the reaction was cooled to 1 °C (internal) and sodium borohydride (2.75 g, 0.073 
mol) was added in one portion (exotherm to 6.8°C). The reaction mixture was stirred for an additional 20 minutes at 
0°C and then allowed to warm to 11°C over 30 minutes. The reaction mixture was cooled to 1°C, and acetic anhydride 
(68.6 ml, 0.727 mol) was added over 10 minutes. An exotherm to 10°C occurred during the addition. The internal 
temperature dropped back to 4°C before the addition was complete. The cooling bath was removed, and the reaction 

55 was stirred at ambient temperature for 45 minutes. 

[0227] The reaction mixture was concentrated in vacuoto approximately half of its volume, acidified to pH 2 with 6N 
hydrochloric acid (175 ml), and extracted with ethyl acetate (2 x 1.1 L). The combined organic extracts were washed 
with brine (560 ml). The organic layer was treated with activated carbon and anhydrous magnesium sulfate, filtered, 
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and concentrated in vacuo to a yellow oil. n-Butyl acetate (380 ml) was added, and the solution was concentrated in 
vacuo (45°C) to half of its volume. A second portion of n-butyl acetate (190 ml) was added and concentrated again 
such that 1 90 ml of n-butyl acetate remained. Heptane (300 ml) was added slowly with stirring to haziness, and seed 
crystals were added. After 15 minutes a white solid crystallized from the solution. A second portion of heptane (570 
ml) was added slowly over 30 minutes, and the resulting slurry was stirred at room temperature overnight. The product 
was collected by filtration, washed with 1:3 n*butyl acetate :heptane (2 x 275 ml) and hexane (2 x 275 ml), air-dried, 
and then dried under high vacuum to produce 50.1 g of title product as a white solid; m.p. 73 - 74°C; [ct] D = -1 .3° (c = 
1 , 95% ethanol). TLC (ethanol:water, 3:1) R f = 0.83. 



Anal, calc'd for C 14 H 17 N0 5 S: 

| C, 54.01; H,5.50; N, 4.50 
Found I C, 53.88; H, 5.45; N, 4.44. 



15 [0228] The filtrate was concentrated so that 1 00 ml of butyl acetate remained. This solution was treated with 31 0 ml 
of heptane as described above to obtain a second crop of 8.4 g of title product as a white solid for a total yield of 58.5 g. 

f) [S-(R^R*)-2-[[4-(Acetylthio)-1-oxo-2-[[(phenylmethoxv)carbonyl]amino1butyl]amino]-6 > 6-dimethoxyhexanoic acid, 
methyl ester 

20 

[0229] S-Acetyl-N-[(phenylmethoxy)carbonyl]-L-homo-cysteine (0.456 mol) was dissolved in a mixture of methylene 
chloride (600 ml) and dimethylformamide (90 ml), and hydroxybenzotriazole hydrate (64.72 g, 0.479 mol) was added. 
The mixture was cooled in an ice-bath and a solution of (S)-2-amino-6,6-dimethoxyhexanoic acid, methyl ester [pre- 
pared as described in Example 1 (e), 93.7 g, 0.456 mol) dissolved in methylene chloride (600 ml) was added. Finally, 

25 ethyl-3-(dimethylamino)propylcarbodiimide, hydrochloride salt (91 .83 g, 0.479 mol) was added and the reaction was 
stirred for one hour at 0°C, then for 2 hours at room temperature. At the end of that time, the reaction mixture was 
concentrated in vacuo and the residue was partitioned between ethyl acetate (3 L) and saturated aqueous sodium 
bicarbonate (1 L). The organic extract was washed with water (1 L), 5% potassium bisulfate (1 L), water (1 L), and 
brine (1 L), then dried (sodium sulfate) and concentrated in vacuo to 238 g of crude product. The crude product was 

30 dissolved in ethyl acetate:methylene chloride (1:1, 300 ml) and applied to a 10 x 15 cm pad of Merck silica gel. Elution 
with 8:2 ethyl acetate:hexane (7L) followed by ethyl acetate (4 L) provided 205.28 g of title product. 

g) [4S-(4a,7a,10ap)]-Octahydro-4-[[(phenylmethoxy)carbonyl]amino]-5-oxo-7H-pyrido[2 t 1-b][1,3]thiazepine - 
7-carboxylic acid, methyl ester 

35 

[0230] A solution of the product from part (0 [205.28 g, 0.41 2 mol, dried by evaporating in methylene chloride/toluene) 
in methanol (2 L) was cooled to 0°C (ice bath) and purged with argon for 30 minutes. A 25% by weight solution of 
sodium methoxide in methanol (95.1 ml, 1.01 eq.) was added rapidly with continued argon purging, and the reaction 
was stirred for 1 0 minutes longer, then quenched by the addition of 1 L of saturated ammonium chloride solution, diluted 
40 with 0.5 L of water, and treated with 3 L of ethyl acetate. The resulting mixture was divided into two portions which 
were each separately concentrated in vacuo to remove organics (ethyl acetate and methanol). The concentrated res- 
idues were recombined and treated with 1 L of ethyl acetate. The organic layer was separated and rinsed with 0.5 L 
of saturated ammonium chloride. 

The combined aqueous solutions were reextracted with 1 L of ethyl acetate. The organic extracts were combined and 
45 washed with 1 L of water and two 1 L portions of brine, dried (sodium sulfate), filtered and concentrated. The residue 
was further evaporated with methylene chloride and dried in vacuo to give 182.65 g of free sulfhydryl of the product 
from part (f). 

[0231 ] This free sulfhydryl intermediate (0.400 mol) was dissolved in methylene chloride (4 L) and treated with 30.8 
ml (0.400 mol) of trifluoroacetic acid. The reaction mixture was refluxed for 16 hours, then cooled and concentrated in 
so vacuo. The resulting residue was dissolved in 2 L of ethyl acetate, then washed with 400 ml of 0.1 N hydrochloric acid, 
1 L of water, 1 L of saturated sodium bicarbonate, 1 L of water, and 1 L of brine, dried (sodium sulfate), filtered and 
concentrated. The residue was evaporated with methylene chloride and dried in vacuo to afford 1 66.24 g of title product. 

h) [4S-(4a,7a,10aP)]-Octahydro-4-amino-5-oxo-7H-pyrido[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester 

55 

[0232] lodotrimethylsilane (76.6 ml, 0.538 mol) was added to a solution under argon containing the product from part 
(g) (1 62.43 g, 0.41 4 mol) dissolved in methylene chloride (1 .5 L). After stirring for 1 .5 hours, the reaction mixture was 
concentrated in vacuo and the residue was partitioned between 1 L of ethyl acetate and 700 ml of 1 N hydrochloric acid 
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(evolution of C0 2 occurs; pH 1 .2). The ethyl acetate layer was separated and extracted with 300 ml of 1 N hydrochloric 
acid. The combined acidic aqueous extracts were washed with a further 1 L of ethyl acetate, then cooled to 0°C and 
basified with 4 N sodium hydroxide (about 275 ml) to pH 10.0. The aqueous layer was saturated with solid sodium 
chloride, then extracted with five 1 L portions of methylene chloride. The combined organic extracts were dried (sodium 
5 sulfate), filtered and concentrated in vacuo. The residue was redissolved in 1 L of methylene chloride and rinsed with 
0.5 L of brine, dried (sodium sulfate), filtered and concentrated to give 98.8 g of title product. 

i) [4S-[4a(R*)7q,10a[3]]-Octah^ 
thiazepine-7-carboxylic acid, methyl ester 

10 

[0233] (S)-2-(Acetylthio)benzenepropanoic acid, dicyclohexylamine salt (173.1 g, 0.427 mol) was partitioned be- 
tween ethyl acetate (1 L) and 10% potassium bisulfate (800 ml). The organic layer was separated and washed with 
5% potassium bisulfate (1 L), 50% brine (1 L) and brine (1 L), dried (sodium sulfate), filtered and concentrated in vacuo. 
The residue was evaporated several times with methylene chloride, then dried overnight in vacuo to yield 97.3 g of 

15 crude (S)-2-(acetylthio)benzenepropanoic acid. 

[0234] A solution of this (S)-2-(acetylthio)benzenepropanoic acid (0.427 mol) dissolved in methylene chloride (900 
ml) was cooled in an ice-bath and treated with a solution of the product from part (h) (1 00.28 g, 0.388 mol) in methylene 
chloride (600 ml), triethylamine (1 54.1 ml, 0.388 mol), and finally benzotriazol-1 -yloxytris(dimethylamino)phosphonium 
hexafluorophosphate (1 88.9 g, 0.427 mol) added in one portion. After one hour at 0°C and 2 hours at room temperature, 

20 the reaction mixture was concentrated in vacuo and dissolved in 2 L of ethyl acetate. The organic solution was con- 
centrated in vacuo and dissolved in 2 L of ethyl acetate. The organic solution was washed with 0.5 L of brine, 1 L of 
0.5 N hydrochloric acid, 1 L of water, 2 L of saturated sodium bicarbonate, 1 L of water, and 1 L of brine, dried (sodium 
sulfate), filtered and concentrated. At this point, those aqueous rinses which contained product (TLC indication) were 
reextracted with ethyl acetate. The ethyl acetate extracts were worked up in the usual manner and all combined to 

25 give a crude yellow oil product. The yellow oil was applied to a 15 x 15 cm silica gel pad prepared in 1:1 ethyl acetate: 
hexanes and eluted with 7L of 1 :1 ethyl acetate:hexanes followed by 4L of 6:4 ethyl acetate:hexanes and finally 2L of 
7:3 ethyl acetate: hexanes. The filtrates containing the desired product were concentrated to give 123.57 g of title 
product. 

30 j) [4S-4a(R*) > 7a,10a3]]-Octahydro-4-[(2-mercapto-1- oxo-S-phenylpropyQaminol-S-oxo^H-pyridogJ-bHI.S] 
thiazepine-7-carboxylic acid 

[0235] Into a 12 I three-necked flask, fitted with an additional funnel and mechanical stirrer, was placed a solution of 
the product from part (i) (96.0 g, 0,207 mol) in methanol (1.1 I). The solution was purged with argon for 30 minutes 

35 then cooled in an ice-bath until the internal temperature was +7°C. A total of 1 .45 L of 1N sodium hydroxide solution 
(previously sparged with argon for 30 minutes) was added over 1 hour. The reaction mixture was continuously sparged 
with argon during the addition. The reaction temperature rose to +12°C and was maintained during the addition. The 
reaction mixture was stirred for an additional 30 minutes, then warmed to room temperature with an ambient water 
bath and stirred with sparging for 2.5 hours. About 250 ml of 6 N hydrochloric acid was added dropwise over 15-20 

^0 minutes to adjust the pH to 2. A gummy precipitate formed during the acidification. After continual stirring for a further 
2 hours, the precipitate changed to a fine white solid, with the presence of some larger chunks of solid product. The 
product was collected on a 600 ml sintered glass funnel. Washing the collected solid with 1 L of water followed by 2 L 
of anhydrous ether and final drying in vacuo afforded 70.3 g of title product as a fine white solid; m.p. 218 - 220°C 
(dec). TLC (1 :99 acetic acid/ethyl acetate) R, = 0.48. 

45 HPLC: t R (YMC S-3 ODS 6.0 x 150 mm; 1 .5 mL/min., isocratic 60% B, Buffer A = methanol/water/phosphoric acid (10: 
90:0.2), Buffer B = methanol/water/phosphoric acid (90:10:0.2)) = 9.33 min., 99.3% of total peak area at 220 nm. 





Anal, calc'd for C 19 H 24 N 2 0 4 S 2 : 


50 


j C, 55.86; H, 5.92; 


N, 6.86; 


S, 15.70 


Found j C, 55.83; H, 5.83; 


N, 6.96; 


S, 15.70. 



Example 24 



55 [4S-[4q(R*)Ja,10a&]]-Octahydro-4-^ 
thiazepine-7-carboxylic acid, methyl ester 

[0236] The coupling reaction described in Examples 3(c), 11 (i), 22(b), and 23(i) was also carried out as follows: 
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[0237] A solution of (S)-2-(acetylthio)benzenepropanoic acid (1.83 g, 8.14 mmol) and [4S-(4a,7a,10aP)]octahydro- 
4-amino-5-oxo-7H-pyrido[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester (2.11 g, 8.17 mmol) in dry methylene 
chloride (20 ml) was cooled to 0°C and ethyl-3-(dimethylamino)propyl carbodiimide, hydrochloride salt (1 .77 g, 9.32 
mmol) was added in a single portion. The reaction mixture was stirred at 0°C for 6 hours and then was concentrated 
5 to an oily foam. The residue was then partitioned between ethyl acetate (100 ml) and 1N hydrochloric acid (50 ml). 
The organic phase was washed with 1 N hydrochloric acid (50 ml), saturated aqueous sodium bicarbonate (2 x 50 ml), 
and saturated aqueous sodium chloride (50 ml), dried (anhydrous sodium sulfate), filtered and concentrated in vacuo 
to give 3.43 g of title product as a white foam. 

10 Example 25 

[4S-[4a(R*),7a,10a&]]-Octahydro-4^ 
thiazepine-7-carboxylic acid, 1 ,1-dimethylethylamine salt 

15 [0238] A 1 5 ml, 3-necked flask equipped with a reflux condenser was evacuated and refilled with argon three times. 
[4S-[4a(R*),7aJOaP]-Octahydro^-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido-[2,1-b][1 ,3]thi- 
azepine-7-carboxylic acid (0.20 g) and a 1:1 solution of degassed absolute ethanol and acetonitrile (1.0 ml) were 
charged into the flask. 

As the heterogeneous mixture was stirred, tert-butylamine (53.0 uJ, 1 .03 eq.) was added dropwise. The solution became 
20 homogeneous within three minutes after the amine addition was completed. The solution (internal temperature of 20°C) 
was diluted slowly by the dropwise addition of acetonitrile to a final volume of 10 ml. After an additional 2 hours of 
stirring, the solids were filtered, washed once with 100% acetonitrile (5 ml), air dried, and placed under high vacuum 
for 2 hours to remove residual solvents to give 0.2 g of title product as a white crystalline solid. 
[0239] The above material was combined with material from other runs and recrystallized as follows. A 25 ml, 
25 3-necked flask equipped with a reflux condenser, magnetic stirrer bar, and addition funnel was evacuated and refilled 
with argon three times. The batches of 1,1-dimethylamine salt produt (0.37 g) and 59% acetonitrile/ethanol (2.28 ml) 
were added to the flask. The flask and contents were warmed to 29 - 32°C to dissolve the solids. The solution was 
diluted with acetonitrile (27 ml). The heating bath was removed, and the flask was allowed to cool to room temperature 
(20°C). After one hour of additional stirring, the mixture was filtered, and the solids were washed once with acetontrile 
30 (1 o ml), air-dried, and placed under high vacuum to remove residual solvents and give 0.29 g of title product as a white 
crystalline solid; m.p. shrinks at 1 60°C and slowly melts and decomposes as the temperature is increased to 1 90-1 91 °C 
(at 190 - 191°C, the remaining glossy material melts rapidly). 

Example 26 

35 

[4S-(4a,7a,10aP)]-Qctahydro-4-amino-5-oxo-7H-pyrido[2 l 1-b][1,3]thiazepine-7-carboxylic acid, methyl ester 

[0240] This intermediate of Examples 3(c), 11(h) and 23(h) was also prepared as follows: 

40 a) 2-(Acetylamino)-2-[4-(acetytoxy)butyi]propanedioic acid, diethyl ester 

[0241] A stirred suspension of 95% sodium hydride (60.8 g, 2.532 mol) in anhydrous dimethylformamide (500 ml) 
under an atmosphere of argon was cooled to 0°C (ice bath). A solution of diethyl acetamidomalonate (500 g, 2.302 
mol) in anhydrous dimethylformamide (1 .2 I) was added over a period of 45 minutes while keeping the reaction tern- 

45 perature below 1 8°C. After the addition was complete, the turbid solution was gradually warmed to room temperature. 
After stirring for one hour at room temperature, 4-bromobutyl acetate (471 .5 g, 2.417 mol) was added. The mixture 
was then stirred at 59 - 60°C for 1 8 hours. The resulting slurry was cooled to room temperature, quenched with absolute 
ethanol (40 ml) and glacial acetic acid (4 ml), stirred for about 15 minutes, poured into a 1 0% lithium chloride solution 
and extracted with ethyl acetate (2x3 I). The combined ethyl acetate extracts were washed with 10% lithium chloride 

50 (3x3 1), dried (anhydrous sodium sulfate), and evaporated in vacuo to give 750 g of title product as an oil. 

b) 2-(Acetylamino)-6-hydroxyhexanoic acid 

[0242] The product from part (a) (730 g, 2.2 mol) was weighed into a 5 I. 3-neck flask (equipped with a thermometer, 
55 magnetic stirrer and air cooled condenser) and diluted with absolute ethanol (300 ml) followed by the addition of aque- 
ous 6N sodium hydroxide (1 .6 1, 9.6 mol). The reaction mixture was heated at 68 - 70°C for 5 hours and a homogenous 
solution was obtained. The reaction was cooled to room temperature, and 6N hydrochloric acid (1 .32 I) was added 
slowly to pH 1 .3. The flask was equipped with a short path still head to distill off the ethanol as the temperature was 
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slowly increased' to 87 - 90°C and maintained at this temperature for 8.5 hours. Slow carbon dioxide evolution was 
observed. The total volume of distillate was 600 ml. The pH of the final solution was 3.0. The reaction mixture was 
concentrated in vacuo until all of the water evaporated off and then concentrated from toluene (2 x 500 ml). The semi- 
solid mass was triturated with absolute ethanol (1 I), filtered, and rinsed with additional absolute ethanol (500 ml). The 
5 filtrate was concentrated in vacuo to yield 509 g of crude oil (82% purity) which contained ethanol and toluene. 

c) (S)-2-Amino-6-hydroxyhexanoic acid 

[0243] The crude product from part (b) (443 g, includes some toluene and ethanol, starting material weight estimated 
10 to be 394 g) was dissolved in water (3.3 I) and 1 N lithium hydroxide was added until the pH was 7.5 (1 .53 1 required). 
The mixture was heated to 35°C and acylase (grade 1 from porcine kidney, 0.4 g) was added and the reaction mixture 
was stirred for 24 hours. At the end of this time period the pH was 7.33. The pH was readjusted to 7.5 with 1 N lithium 
hydroxide (about 2 ml), additional acylase (0.4 g) was added, and the reaction was stirred for 17 more hours (pH 7.3). 
The pH of the solution was adjusted to 5.9 with acetic acid. Celite® (20 g) and charcoal (20 g) were added and the 
15 reaction was heated to 92°C and maintained for 5 minutes. The reaction was filtered through a pad of Celite® and 
concentrated in vacuo to a semi-paste (441 g). This was triturated with 900 ml of 1 :5:10 water:ethanol:dimethylforma- 
mide. Some warming was required to break up the original cake. The reaction mixture was refrigerated overnight, 
filtered, and washed with 200 ml. of the above solvent mixture to yield 214 g of crude material (about 40% N-acetyl 
material). This material was suspended in methanol (500 ml), warmed on a steam bath, allowed to stand for 2 hours, 
20 and filtered. This procedure was repeated a second time to yield 108 g of title product; [a] D = +22° (c = 1 .44, 6 N 
hydrochloric acid). 

[0244] Alternatively, steps (b) and (c) were also performed as follows: 

b) 2-(Acetylamino)-6-hydroxyhexanoic acid 

25 ~ " ~™ ' 

[0245] A 5 I, 3-necked flask, equipped with a mechanical stirrer and thermocouple thermometer, was charged with 
the product from part (a) (631 g, 1 .933 mol) and tetrahydrofuran (259 ml). A 6 N sodium hydroxide solution (1385 ml, 
8.31 mol) was added to the stirred solution over 40 minutes. A strong exotherm occurred and it was necessary to cool 
the reaction mixture in an ice bath to keep the temperature under 60°C. The reaction mixture was then heated to slight 

30 reflux (pot temperature at 67 - 68°C) for 5.5 hours. 

[0246] The mixture was stirred at room temperature overnight (1 6.5 hours). The pH was brought from 1 2.75 to 1 .30 
with the gradual addition of 6 N hydrochloric acid solution (1150 ml, 6.9 mol), maintaining the temperature at about 
25°C. The mixture was heated gradually with a short distillation head until distillation and gas (carbon dioxide) evolution 
started (72.3° C pot temperature, 70°C head temperature) and until distillation stopped and gas evolution became very 

35 slow (94.1 °C pot temperature, 50°C head temperature). Total distillate collected was 410 ml and the pot residue had 
a pH of 3.9. Heating was continued for another ten minutes with no additional gas evolution. Total heating time from 
the start of distillation was 7.5 hours. 

[0247] After stirring at room temperature overnight, the clear reaction mixture (pH 3.50) was stripped in the rotary 
evaporator under vacuum in a 60°C bath and the pasty residue was stirred with absolute ethanol (750 ml). The resulting 

40 crystalline suspension was stripped in the rotary evaporator (pump vacuum, 60°C bath) and the pasty residue was 
chased with absolute ethanol (2 x 750 ml). To the final residue, absolute ethanol (1500 ml) was added and the mixture 
was stirred in a 60°C bath until it became a fine crystalline suspension, about 20 minutes, and then stirred at room 
temperature for 20 minutes. The suspension was filtered and the cake was washed with absolute ethanol (2 x 300 ml). 
The filtrates appeared hazy and were further clarified by filtration through a pad of Celite®. The new, clear filtrate was 

45 stripped in the rotary evaporator to give 434.6 g of title product as an amber-colored thick syrup. TLC (10:1:1, methanol: 
acetic acid:water) R f = 0.59. 

c) (S)-2-Amino-6-hydroxyhexanoic acid 

50 [0248] A 5 1, 3-necked flask, equipped with a mechanical stirrer and thermometer, was charged with the product from 
part (b) (434 g ,1.93 mol), and water (3 I). The pH of the hazy solution was adjusted from 4.05 to 7.50 by the addition 
of 1 N lithium hydroxide (705 ml). The solution was warmed to 36°C and porcine kidney acylase I (0.71 0 g) was added. 
The mixture was stirred at 35° to 36°C for 23.5 hours, The reaction mixture was cooled to room temperature and the 
pH was brought from 7.0 to 5.9 by the addition of glacial acetic acid (4.4 ml). Celite® (29 g) and charcoal (29 g) were 

55 added and the temperature was raised with stirring to 91 °C. The heating was removed and the mixture was allowed 
to cool to room temperature. The suspension was filtered through an 1 8.5 cm filter paper disc and the cake was thor- 
oughly washed with water. The colorless filtrates (about 3.9 I) were concentrated in a rotary evaporator at 60°C to give 
476 g of a clear, thick oil. Absolute ethanol (720 ml) was added and the mixture was stirred until it became a homoge- 
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neous crystalline suspension. The solvent was again stripped off and absolute ethanol (1584 ml) was added to the 
white solid residue. The suspension was rolled in the rotary evaporator at room temperature overnight (15 hours) and 
filtered through 18.5 cm paper. The cake was washed with absolute ethanol (7 x 100 ml) and dried to constant weight 
under vacuum to give 85.8 g of white, crystalline title product. TLC (methanol: water: acetic acid, 10:1 :1) R, = 0.62, 
5 

Anal, calc'd for C 6 H 13 N0 3 : 

| C, 48,25; H, 8.94; N, 9.38 
Found I C, 48.66; H, 8.77; N, 9.43. 
10 — — — 

d) [S-(R\R>2-[[4-(Acetyrthio)-1-^ acid, 
methyl ester 

[0249] A slurry of (S)-2-amino-6-hydroxyhexanoic acid (1 .0 g, 6.8 mmol) in methanol (20 ml) was stirred under argon 
15 at room temperature and treated with trimethylsilyl chloride (1 .9 ml, 15 mmol). The resulting solution was stirred at 
room temperature for 1 8 hours. The solvent volume was reduced to about 3.5 ml under reduced pressure. Acetonitrile 
(5 ml) was added and the solution was cooled to -10°C. N,N-Diisopropylethylamine (4.15 ml, 23.8 mmol) was then 
added and the solution was cooled to -40°C to give a solution containing (S)-2-amino-6-hydroxyhexanoic acid, methyl 
ester. 

20 [0250] In a separate flask, a solution of S-acetyl-N-[(phenylmethoxy)carbonyl]homocysteine [prepared as described 
in Example 23(e), 2.117 g, 6.8 mmol] in acetonitrile (5 ml) at 0°C was treated with N,N-diisopropylethylamine (1.20 ml, 
6.8 mmol). In another flask, hydroxybenzotriazole hydrate (0.104 g, 0.68 mmol) and methanesulfonyloxybenzotriazole 
(1 .450 g, 6.8 mmol) were dissolved in acetonitrile and cooled to -1 8°C. The previously formed S-acetyl-N-[(phenylmeth- 
oxy)carbonyl]homocysteine was then added dropwise to this solution while maintaining the internal temperature at less 

25 than -10°C. After stirring at -18° to -12°C for three hours, the resulting solution was added dropwise to the above 
solution containing (S)-2-amino-6-hydroxyhexanoic acid, methyl ester at -40°C. The mixture was allowed to slowly 
warm to 16°C over 18 hours. The reaction was then poured into ethyl acetate (50 ml) and 1N hydrochloric acid (50 
ml). The mixture was transferred into a separator/ funnel and the layers were separated. The aqueous layer was 
extracted with ethyl acetate (2 x 50 ml). The organic layers were combined and then washed with 1 N hydrochloric acid 

30 (100 ml), saturated sodium bicarbonate (100 ml), and saturated sodium chloride (100 ml). The solution was dried over 
magnesium sulfate, filtered, and concentrated to a white solid. To this solid was added tert-butyl methyl ether (20 ml) 
and the resulting slurry was stirred at room temperature for 4 hours and filtered. The product was washed with tert- 
butyl methyl ether and dried to yield 2.087 g of title product; m.p. 89 - 90°C. 

35 e) [S-(R*,R*)]-2-[[4-(Acetylthio)-1 -oxo-2-f[phenvlmethoxy)carbonyl]amino]butyl]amino]-6-oxohexanoic acid, methyl 
ester 

[0251 J To a solution of oxalyl chloride (546 uJ, 6.27 mmol) in dry methylene chloride (1 6 ml) at -65°C (internal tem- 
perature) was added dropwise a solution of dimethylsulfoxide (905 uJ, 12.54 mmol) in methylene chloride (13 ml) over 

40 12 minutes while maintaining an internal temperature between -65° and -60°C. A solution of the product from part (d) 
(1.90 g, 4.18 mmol) in methylene chloride (7 ml) was added to the reaction flask over 20 minutes producing a turbid 
mixture. Additional methylene chloride (1 ml) was used to complete the transfer of the alcohol into the reaction flask 
and the reaction was allowed to stir at -65°C for 40 minutes. Next N,N-diisopropylethylamine (3.7 ml, 20.90 mmol) was 
added thus producing a clear solution. After stirring an additional 30 minutes at -65°C, the reaction was allowed to 

45 warm to -18°C over 2 hours. The reaction was quenched with 10% aqueous potassium bisulfate (30 ml) and then 
warmed to room temperature. The reaction mixture was diluted with 25 ml of water, mixed, and the phases were 
separated. The aqueous fraction was back-extracted with methylene chloride (2 x 25 ml). The combined organic ex- 
tracts were washed with 10% aqueous potassium bisulfate (25 ml), saturated aqueous sodium bicarbonate (2 x 25 
ml), brine (25 ml), dried (magnesium sulfate), filtered and concentrated in vacuo to give 1.84 g of title product as a 

so white solid. 

f) [4S-(4a7tt,10aP)]-Octahydro-4-{[(phenylmethoxv^ 
7-carboxylic acid, methyl ester 

55 [0252] A dried flask under argon was charged with the product from part (e) (1 .76 g, 3.89 mmol) and methanol (17 
ml). The solution was cooled to 0°C and sparged with argon for 25 minutes. Sodium methoxide solution (25% by weight 
in methanol, 983 uJ, 4.28 mmol) was added to the reaction mixture over about 15 seconds. The reaction was quenched 
after one hour with 1 N hydrochloric acid solution (20 ml) and then allowed to warm to room temperature. Ethyl acetate 
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(35 ml) was added and after mixing, the layers were separated. The aqueous fraction was back-extracted with ethyl 
acetate (2x15 ml). The combined organic fractions were washed with 1N hydrochloric acid solution (15 ml), brine, 
dried (magnesium sulfate), filtered, and concentrated in vacuo to give 1.69 g of [S-(R*,R*)]-2-[[4-mercapto-1-oxo- 
2-[[(phenylmethoxy)carbonyl]amino]butyl]amino]-6-oxohexanoic acid, methyl ester as a white foam. 
5 [0253] A solution of this white foam and trifluoroacetic acid (305 3.95 mmol) in methylene chloride (17 ml) was 
refluxed for 2.25 hours. After cooling to room temperature, the reaction was concentrated and the residue was dissolved 
in ethyl acetate (25 ml), washed with saturated sodium bicarbonate solution (2 x 20 ml) and brine, dried (magnesium 
sulfate), filtered and concentrated in vacuo to yield 1 .50 g of title product as a white foam. 

10 g) [4S-(4a,7a,10aP)]-Octahydro-4-amino-5-oxo-7H-pyrido[2,1-biri > 3lthiazepine-7>carboxylic acid, methyl ester 

[0254] Treatment of the product from part (f) with iodotrimethylsilane according to the procedure of Example 23(h) 
or 11(h) removes the N-protecting group and yields the desired 4-amino product. 

is Example 27 

(S)-2-Phthalimido-6-hydroxyhexanoic acid 

[0255] This intermediate of Example 1 (c) was also prepared as follows: 

20 [0256] To a solution of 2-(acetylamino)-2-[4-(acetyloxy)butyl]propanedioic acid, diethyl ester [730 g, 2.2 mol, pre- 
pared as described in Example 24(a)] in absolute ethanol (300 ml) was added 6 N sodium hydroxide solution (1 .6 I). 
The reaction was heated at 70 - 75°C for 5 hours, then at 90° to 95°C to distill off most of the ethanol. The reaction 
was cooled and acidified to pH 1.3 using 6N hydrochloric acid (about 1.3 I), then heated at 90° - 100°C to achieve 
decarboxylation. Upon completion, the crude reaction mixture was cooled to room temperature. 

25 [0257] The above crude reaction mixture was heated to 35°C and treated with about 600 ml of 6N sodium hydroxide 
followed by 1N sodium hydroxide to adjust to pH of 7.5 (final volume was about 5.3 I). To this mixture was added 0.6 
g of porcine kidney acylase I. After stirring overnight at 35°C the pH was 7.25. The pH was adjusted to 7.5 and an 
additional 300 mg of acylase was added. After stirring overnight, the reaction appeared to be about 90% complete. 
The reaction mixture was next treated with 20 g of charcoal and 20 g of Celite®, then heated to 85°C and maintained 

30 at that temperature for 1 0 minutes, then cooled to 50°C and filtered. At this point, the total volume of the filtrate was 
about 4.9 1 . The filtrate was cooled to 5°C and solid sodium carbonate was added to adjust the pH to 9.3. N-Carbethox- 
yphthalimide (263.04 g, 1 .2 mol) was added in one portion and sodium carbonate was added as needed to keep the 
pH at 9.3. After 2 hours at 5°C followed by 3 hours at room temperature, the pH dropped to 8.5 and most of the reagents 
had dissolved. The reaction mixture was filtered, cooled to 5°C and acidified to pH 2.3 with 6N hydrochloric acid. The 

35 precipitated solid was collected by filtration and washed with 200 ml of cold water, then dried in vacuo to yield 220 g 
of title product. 

Example 28 

40 [4S-(4a,7g, 1 0aP)]-Octahydro-4-[[2-mercapto-3-(1 -naphthalenyl)-1 -oxopropyl]amino]-5-oxo-7H-pyrido-[2,1 -b][1 ,3] 
thiazepine-7-carboxylic acid 

a) (Acetylamino)(1-naphthalenylmethyl)propanedioic, diethyl ester 

45 [0258] To a solution of sodium ethoxide (21% in ethanol, 4.613 gm, 67.8 mmol) in ethanol (1 00 ml) was added diethyl 
acetamidomalonate (14.74 gm, 67.8 mmol), then 1 -(bromomethyl)napthalene (10.0 gm, 45.2 mmol). The solution was 
stirred at room temperature for one hour. The reaction mixture was then concentrated to an orange oil. The oil was 
dissolved in ethyl acetate and washed with 50% saturated ammonium chloride water and brine, then dried over sodium 
sulfate, filtered and concentrated to afford an orange solid. The solid was recrystallized from ethyl acetate and hexane 

50 to afford beige crystals contaminated with diethylacetamido malonate. The solid was dissolved in 50% ethyl acetate 
in hexane and purified by flash chromatography on Merck silica gel in 50% ethyl acetate in hexane. Those fractions 
containing pure product were combined and concentrated to afford 10.225 g. of product as a white solid; m.p. 
105-108°C; R f = 0.57 (50% ethyl acetate in hexane). 

55 b) a-Amino-1-naphthalenepropanoic acid 

[0259] A solution of the product from part (a) (16.182 gm., 47.5 mmol) was suspended in 48% hydrogen bromide 
(100 ml) and refluxed under argon for 14 hours. The hydrogen bromide salt of the product was filtered out of solution 
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as a white solid, then taken up in hot (50 °C) water (500 ml) and the solution neutralized with concentrated ammonium 
hydroxide. The product precipitated out of solution as a fine white solid. Upon filtration and drying under high vacuum 
overnight (18 hours), 8.335 g. of product was obtained as a fluffy white solid; m.p. 264 °C. 

5 c) g-Bromo-1-naphthalenepropanoic acid 

[0260] To a solution of the product from part (b) (4.000 g., 1 8.6 mmol) and potassium bromide (7.63 g., 63.2 mmol) 
in 2.5 N sulfuric acid (35 ml) kept at 0 °C was added sodium nitrite (1 .92 g., 27.8 mmol) over one hour. The mixture 
was stirred for an additional hour at 0° C, then was warmed to room temperature and stirred for 2.5 hours. The reaction 
10 mixture was then extracted with ether (3x). The ether layers were combined and washed with water and brine, then 
dried over sodium sulfate, filtered and concentrated to give an orange oil. The oil was purified by flash chromatography 
on Merck silica gel in 70% ethyl acetate in hexanewith 1% acetic acid added to reduce tailing. Those fractions containing 
the bromide were combined and concentrated to afford slightly contaminated product as an orange oil which solidified 
upon sitting overnight. R, = 0.40 (40% ethyl acetate in hexane with 1% acetic acid). 

15 

d) g-(Acetylthio)-1-naphthalenepropanoic acid 

[0261] To a slurry of potassium thioacetate (0.912 g., 8.00 mmol) in acetonitrile (300 ml) at 0°C was added the product 
from part (c) (2.030 g., 7.27 mmol) as a solution in acetonitrile (3 ml). The solution was stirred for one hour at 0°C, 

20 then was warmed to room temperature and stirred for 1 5 hours. Potassium bromide was then filtered out of the reaction 
mixture and the filtrate concentrated to afford an orange oil. The oil was dissolved in ethyl acetate and washed with 
10% potassium bisulfate and brine, then dried over sodium sulfate, filtered and concentrated to afford an orange oil. 
The oil was purified by flash chromatography on Merck silica gel in 50% ethyl acetate in hexane with 1% acetic acid 
added to reduce tailing. Those fractions containing product were all contaminated with a compound with an R f = 0.43. 

25 Those fractions were pooled and concentrated to give an orange oil. The crude product was purified via the dicyclohex- 
ylamine salt by dissolving the orange oil in ether and adding an equivalent of dicyclohexylamine (1 .32 g., 7.27 mmol) 
to the solution. The dicyclohexylamine salt was obtained in 2 crops of brown crystals (1 .450 gm) still slightly contam- 
inated with impurity. The crystals were suspended in ethyl acetate and shaken with 10% potassium bisulfate (3x). The 
organic layer was then washed with water and brine, then dried over sodium sulfate filtered and concentrated to afford 

30 875 mg. of product as a yellow oil; R f = 0.40 (40% ethyl acetate in hexane with 1% acetic acid). 

e) [4S-(4a,7a,10ap)]-Octahydro-44[2-(ac^^ 
thiazepine-7-carboxylic acid, methyl ester 

35 [0262] A solution of the racemic acid product from part (d) in methylene chloride and a solution of [4S-(4a,7a, 1 0aP)]- 
octahydro-4-amino-5-oxo-7H-pyrido[2,1 -b][1 ,3]thiazepine-7-carboxylic acid, methyl ester in methylene chloride are re- 
acted in the presence of triethylamine and benzotriazol-1 -yloxy-tris(dimethylamino)phosphonium hexafluorophosphate 
according to the procedure of Example 23(i) to give the title product. 

40 f) [4S-(4q,7a t 10aP)]-Octahydro-4-[[2-m^ 
thiazepine-7-carboxylic acid 

[0263] A solution of the product from part (e) in methanol is treated with 1N sodium hydroxide according to the 
procedure of Example 23(j) to give the title product. 

45 

Example 29 

[4S-[4g(R*) l 7g,10ap]]-Octahydro^-[[2-mercapto-1-oxo-3-(2-thienyl)propyl]amino]-5-oxo-7H-pyrido-[2,1-b][1 t 3] 
thiazepine-7-carboxylic acid 

50 

a) (S)-g-(Acetylthio)-2-thiophenepropanoic acid 

[0264] Potassium chloride (3.0 g., 40.1 mmol.) was added to a solution of p-(2-thienyl)-D-alanine (1 .37 g., 8.03 mmol.) 
in 2.5 N hydrochloric acid (25 ml.) at room temperature under argon. After stirring for 10 minutes, the resulting mixture 
55 was cooled to 0°C and treated with sodium nitrite (720 mg., 10.44 mmol.). After 2.5 hours, the reation mixture was 
warmed to room temperature and was stirred 1 hour. The mixture was partitioned between water and ethyl acetate 
and the organic layer was dried (sodium sulfate), filtered, and concentrated. The residue was flash chromatographed 
(Merck silica gel) eluting with 1% acetic acid in 3:1 hexane/ethyl acetate to give 760 mg. of (R)-a-chloro-2-thiophene- 
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carboxylic acid as a yellow oil. 

[0265] Cesium thioacetate (2.95 g., 14.19 mmol.) was added to a solution containing the above chloride (750 mg., 
4.73 mmol.) in dimethylformamide (15 ml.) at room temperature under argon. After stirring for 2 hours, the reaction 
mixture was partitioned between 10% potassium bisulfate and ethyl acetate. The organic layer was washed with brine, 
s dried (sodium sulfate), filtered, and concentrated and the residue was flash chromatographed (Merck silica gel) eluting 
with 1% acetic acid in 4:1 hexane/ethyl acetate to give 500 mg. of the title product as an oil. TLC (2% acetic acid in 3: 
1 ethyl acetate/hexane) Rf 0.73. 

b) r4S^4a(R*),7a,10al3]]-Octahydro^ 

10 thiazepine-7-carboxylic acid, methyl ester 

[0266] A solution of the acid product from part (a) in methylene chloride and a solution of [4S-(4a,7a,10aP)]-octahy- 
dro-4-amino-5-oxo-7H-pyrido[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester in methylene chloride are reacted 
in the presence of triethylamine and ben2otriazol-1-yloxy-tris(dimethylamino)phosphonium hexoflurophosphate ac- 
15 cording to the procedure of Example 23(i) to give the title product. 

c) [4S-[4<x(R*),7a,10aP]]-Octahydro^-[[2-merc^ 
thiazepine-7-carboxylic acid 

20 [0267] A solution of the product from part (b) in methanol is treated with 1N sodium hydroxide according to the 
procedure of Example 23(j) to give the title product. 

Example 30 

25 [4S-[4a(S*)7a,10aP]]-Octahydro-4-[(2'mercapto-1-oxo-3-phenylpropyl)amino]'5-oxo-7H-pyrido[2,1-b][1 ,3] 
thiazepine-7-carboxylic acid 

a) (R)-2-(Acetylthio)benzenepropanoic acid, dicylohexylamine salt 

30 [0268] Following the procedure of Example 1(h) but substituting L-phenylalanine for the D-phenylalanine, (R)- 
2-(acety!thio)benzenepropanoic acid, dicyclohexylamine salt was obtained. 

b) KS-KafS^Jg^OaPll-Octahydro^-P^ 
thiazepine-7-carboxylic acid, methyl ester 

35 

[0269] A stirred suspension of (R)-2-(acetylthio)benzenepropanoic acid, dicyclohexylamine salt (353.5 mg, 0.872 
mmol) in ethyl acetate (5 ml) was washed with 5% potassium bisulfate solution (3x5 ml). The organic extracts were 
combined, washed with brine, dried (magnesium sulfate), filtered, concentrated, dried in vacuo and stripped twice from 
hexanes to obtain (R)-2-(acetylthio)benzenepropanoic acid as an oil. 

40 [0270] The resulting free acid (1 81 .4 mg, 0.809 mmol) was dissolved in methylene chloride (2 ml) and stirred under 
nitrogen at 0°C. To this solution was added a solution of [4S-(4a,7a,1 0ap)]-octahydro-4-amino-5-oxo-7H-pyrido[2,1 -b) 
[1 ,3)thiazepine-7-carboxylic acid, methyl ester (200 mg, 0.774 mmol) in methylene chloride (6 ml), then triethylamine 
(0.113 ml, 0.813 mmol) and finally benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate (360 
mg, 0.813 mmol). The reaction was stirred at 0°C and then slowly allowed to warm to room temperature. After a total 

45 of 20 hours, the reaction was concentrated in vacuo. The residue was dissolved in ethyl acetate and the solution was 
washed with a 5% solution of potassium bisulfate, a saturated solution of sodium bicarbonate, and brine. The organic 
layer was dried (magnesium sulfate), filtered, and concentrated to a yellow solid. Purification by flash chromatography 
(eluting with 2:3 ethyl acetate/hexane) gave 261 .7 mg of title product as a clear oil. 

so C ) [4S^4a(S*),7a > 10aP]]-Octahydro^-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2,1'b]-[1 ,3] 
thiazepine-7-carboxylic acid 

[0271] A solution of the product from part (b) (261 .1 mg, 0.562 mmol) in methanol (6 ml, deoxygenated via nitrogen 
bubbling) was cooled to 0°C and treated with 1N sodium hydroxide (6 ml, deoxygenated via nitrogen bubbling). After 
55 stirring for one hour at 0°C while purging continuously with nitrogen, the reaction was warmed to room temperature. 
After stirring for 30 minutes at room temperature, a clear solution was obtained. After 5.5 hours, the reaction was 
acidified, to pH 1 with 5% potassium bisulfate and extracted with ethyl acetate. The organic layers were combined, 
washed with water and brine, dried (sodium sulfate), filtered and concentrated in vacuo. Purification by flash chroma- 
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tography (6:0.01 :3.99 ethyl acetate: acetic acid:hexane) gave 190 mg of title product as a white solid; [a) D = -87.5° (c 
= 0.51 , chloroform). TLC (6:0.01 :3.99, ethyl acetate:acetic acid:hexane) R, = 0.20. 

HPLC: t R = 25.3 min; YMC S-3 ODS (C-18) 6.0 x 150 mm; 0% to 100%B:A, 30 min. linear gradient and 10 min. hold, 
1 .5 ml/min; A=90% water:methanol + 0.2% phosphoric acid, B = 90% methanol:water + 0.2% phosphoric acid; 220 nm. 



Anal, calc'd for C 19 H 24 O 4 N 2 S 2 *0.15 C 4 H 8 O 2 »0.15 C 7 H16 • 0.39 H 2 0: 


Found 


C, 55.89; H, 6.45; N, 6.31 ; S, 14.45 
C, 56.19; H, 6.50; N, 6.71 ; S, 13.96. 



10 

Example 31 

[4S-(4a,7g,9aP)]-Octahydro-4-[[2-mercap^^^^ 
7-carboxylic acid 

15 

a) (R)-2-Amino-3-(4-thiazolyl)propanoic acid 

[0272] A solution of 4N hydrochloric acid in dioxane (10 ml) was added to a solution of (R)-2-[[(1 ,1 -dimethylethoxy) 
carbonyl]amino]-3-(4-thiazolyl)propanoic acid (2.0 g, 7.3 mmol) in dioxane (2 ml). The reaction mixture was stirred at 
20 room temperature for 3 hours, concentrated in vacuo and the residue was dissolved in water (3 ml). The pH was 
adjusted to 6.5 with 1N sodium hydroxide and this solution was passed through 20 ml of Dowex® AG50(H + ). The 
column was eluted with water (250 ml) followed by 2% pyridine in water (300 ml). The product containing fractions 
were concentrated in vacuo to yield 0.94 g of title product. 

25 b) (R)-2-Bromo-3-(4-thiazolyl)propanoic acid 

[0273] A solution of the product from part (a) (0.516 g, 3 mmol) and potassium bromide (1.19 g, 10.1 mmol) in water 
(5.94 ml) and sulfuric acid (0.43 ml) was stirred at -10°C for 5 minutes followed by the portionwise addition of sodium 
nitrite (0.31 8 g, 4.61 mmol) over a 1 0 minute period. The reaction mixture was stirred an additional 1 0 minutes at 0°C 
30 and at room temperature for one hour, and then extracted with ether (3 x 100 ml). The ether extracts were washed 
with brine (2 x 20 ml), dried (sodium sulfate), filtered, and concentrated in vacuo to yield 0.37 g of title product; [a] D = 
+37.35° (c = 0.7, methanol). A second run was carried out starting with 2.67 mmol of the product from part (a) using 
the same procedure to yield an additional 0.35 g of title product. 

35 c) (S)-2-(Acetylthio)-3-(4-thiazolyl)propanoic acid 

[0274] The product from part (b) (0.72 g, 3.05 mmol) and potassium thioacetate (0.35 g, 3.05 mmol) were stirred in 
acetonitrile (9 ml) overnight at room temperature and at 30°C for one hour. The reaction mixture was diluted with ethyl 
acetate (1 00 ml) and filtered. The filtrate was concentrated in vacuo. The residue was redissolved in ethyl acetate (1 00 
40 ml), washed with water (2 x 50 ml) and brine (20 ml), dried (sodium sulfate), filtered and concentrated in vacuo to yield 
0.52 g of title product; [a] D = -15.89° (c = 0.6, methanol). 

d) [4S-(4a,7g,9ag)]-Octahydro-4-f[2-(acetylthio)-1 -oxo-3-(4-thiazolyl)propyl]amino]-5-oxopyrrolo-[2,1 -b]f 1 ,31 
thiazepine-7-carboxylic acid, methyl ester 

45 

[0275] [4S-(4a,7a,9ap)]-4-Amino-octahydro-5-oxopyrrolo[2,1-b][1,3]thiazepine-7-carboxylic acid, methyl ester, p- 
toluenesulfonic acid salt [0.367 g, 0.882 mmol, prepared from the material described in Example 5(d)] was dissolved 
in methylene chloride (5 ml) 0°C t followed by the addition of triethylamine (0.12 ml, 0.868 mmol). The product from 
part (c) (0.2 g, 0.865 mmol) was added to this solution followed by a second portion of triethylamine (0.12 ml, 0.865 

so mmol). Benzotriazol-1 -yloxytris-(dimethylamino)phosphonium hexafluorophosphate (0.383 g, 0.865 mmol) was added 
and the reaction mixture was stirred at 0°C for one hour and a room temperature for 4 hours. The reaction mixture was 
concentrated in vacuo and the residue was dissolved in ethyl acetate (60 ml). The organic extract was washed with 
5% aqueous potassium bisulfate (10 ml) and brine (2 x 10 ml), dried (sodium sulfate), filtered and concentrated in 
vacuo. This crude material was chromatographed through 100 g of Merck silica gel using 0.2% methanol in ethyl 

55 acetate. The fractions enriched in the slower isomer were concentrated in vacuo to yield 0.134 g of title product. 
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10 



15 



20 



e)[4S-(4a,7a,9aft)]-Octahydro-4-[[2-mercapto-1-oxo^ ,3]thiazepine- 
7-carboxylic acid 

[0276] The product from part (d) (0.1 35 g, 0.29 mmol) was dissolved in methanol (3 ml) and argon was bubbled into 
the solution for 30 minutes at 0°C. 1N Sodium hydroxide (1.32 ml) also purged with argon was added to the above 
solution and the reaction mixture was stirred at 0°C with argon bubbling through the solution for one hour and at room 
temperature for 2 hours. The reaction was quenched by the addition of 5% aqueous potassium bisulfate (20 ml) and 
the organics were extracted with ethyl acetate (3 x 50 ml). The ethyl acetate solution was washed with brine, dried 
(sodium sulfate), filtered, and concentrated in vacuo. The concentrate was chromatographed through 40 g of Merck 
silica gel using chloroform containing 5% methanol and 0.5% acetic acid. The appropriate fractions were combined, 
concentrated and partitioned between 20 ml of ethyl acetate and 5% aqueous potassium bisulfate. The ethyl acetate 
solution was washed with water and brine, dried (sodium sulfate), and concentrated in vacuo. The residue was lyophi- 
lized from dioxane (4 ml) to yield 36 mg of title product as a 70:30 mixture of isomers; m.p. 95 - 1 1 5°C; [a] D = -191.7° 
(c = 0.06, chloroform). TLC (chloroform :methanol:acetic acid, 8:2:0.2) R, = 0.59. HPLC: t R = 3.06 min; YMC S-3 ODS 
(C-18) 6.0 x 150 mm, 3u. end capped column, isocratic 60% aqueous methanol containing 0.2% phosphoric acid, 25 
min, 1.5 mt/min. (95.4%). 



Anal, calc'd for C 15 H 19 N 3 O 4 S 3 »0.2 C 4 H 8 0 2 • 0.9 H 2 0: 



Found 



C.43.59; 
C.43.54; 



H, 5.19; 
H, 4,89; 



N, 9.65; 
N, 9.44; 



S, 22.09 
S.21.90. 



Example 32 

25 [0277] 1 000 tablets each containing the following ingredients: 



30 



35 



40 



KS-^tR^yaJOaPlI-Octahydro^-^-mercapto-l-oxo-S-phenylpropyOaminol-S-oxo^H-pyrido 

[2,1 -b][1 ,3]thiazepine-7-carboxylic acid 

Cornstarch 

Gelatin 

Avicel(microcrystalline cellulose) 
Magnesium stearate 




are prepared from sufficient bulk quantities by mixing the product of Example 3 and cornstarch with an aqueous solution 
of the gelatin. The mixture is dried and ground to a fine powder. The Avicel and then the magnesium stearate are 
admixed with granulation. The mixture is then compressed in a tablet press to form 1000 tablets each containing 1 00 
mg. of active ingredient. 

[0278] In a similar manner, tablets containing 200 mg. of the product of Examples 1 2, 4 to 23, 25, and 28 to 31 can 
be prepared. 

[0279] Similar procedures can be employed to form tablets or capsules containing from 1 0 mg. to 500 mg. of active 
ingredient. 



45 



Claims 

1 . A compound of the formula 



50 



55 



R 



COOR 3 • 
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or such a compound in pharmaceutical^ acceptable salt form.wherein: 
A is 



ft 



or 



ll 

R 7 OOC— (CH 2 ) q — C^- C — 
R i2 Ri 



X is O or S-(0) t ; 

R 1 and R 12 are independently selected from the group consisting of hydrogen, alkyl, alkenyl, cycloalkyl, sub- 
stituted alkyl, substituted alkenyl, aryl, substituted aryl, heteroaryl, cycloalkyl-alkylene-, aryl-alkylene-, substi- 
tuted aryl-alkylene-, and heteroaryl-alkylene- or and R 12 taken together with the carbon to which they are 
attached complete a cycloalkyl ring or a benzofused cycloalkyl ring; 
R 2 is hydrogen or 



0 
II 

R 6 — C — 

R 3 and R 7 are independently selected from the group consisting of hydrogen, alkyl, substituted alkyl, ar- 
yHCH 2 ) p -, substituted aryl-(CH 2 ) p - 

R 6 is alkyl, substituted alkyl, cycloalkyl-(CH 2 ) p -, aryl-(CH 2 ) p -, substituted aryl-(CH 2 ) p -, or heteroaryl-(CH 2 ) p -; 
m is zero or one; 

Y is CH 2 , S-(0) t or O provided that Y is S-(0) t or O only when m is one; 
n is one or two; 

p is zero or an integer from 1 to 6; 
q is zero or an integer from 1 to 3; 
r is zero or one; and 
t is zero, one, or two; 

the term "alkyl" refers to straight or branched chain radicals having up to seven carbon atoms, 

the term "substituted alkyl" refers to such straight or branched chain radicals of 1 to 7 carbons wherein one 

or more hydrogens have been replaced by a hydroxy, amino, cyano, halo, trifluoromethyl, -NH(C 1 . 4 alkyl), -N 

(C V4 alkyl) 2t C,. 4 alkoxy, C 1-4 alkylthio, or carboxy; 

the term "cycloalkyl" refers to saturated rings of 3 to 7 carbon atoms; 

the term "alkenyl" refers to straight or branched chain radicals of 3 to 7 carbon atoms having one or two double 
bonds; 

the term "substituted alkenyl" refers to such straight or branched radicals of 3 to 7 carbons having one or two 
double bonds wherein a hydrogen has been replaced by a hydroxy, amino, halo, trifluoromethyl, cyano, -NH 
(C V4 alkyl), -NfC^ alkyl) 2 , C M alkoxy, alkylthio, or carboxy; 

the term "alkylene" refers to straight or branched chain radicals having up to seven carbon atoms, i.e. -CH 2 -, 
-(CH 2 ) 2 -, -(CH 2 ) 3 - ( -(CH 2 ) 4 -. 
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the term "aryl" refers to phenyl, 1 -naphthyl, and 2-naphthyl; the term "substituted aryl" refers to phenyl, 1 -naph- 
thyl, and 2-naphthyl having a substituent selected from C^. 4 alkyl, alkoxy, C V4 alkylthio, halo, hydroxy, 
trifluoromethyl, amino, -NH(C 1 . 4 alkyl), or -NfC^ alkyl) 2> and di- and tri-substituted phenyl, 1 -naphthyl, or 
2-naphthyl wherein said substituents are selected from methyl, methoxy, methylthio, halo, hydroxy, and amino; 
the term "heteroaryl" refers to unsaturated rings of 5 or 6 atoms containing one or two O and S atoms and/or 
one to four N atoms provided that the total number of hetero atoms in the ring is 4 or less, the heteroaryl ring 
being attached by way of an available carbon or nitrogen atom; 

the term "heteroaryl" further including bicyclic rings wherein the five or six membered ring containing O, S, 
and N atoms as defined above is fused to a benzene or pyridyl ring, and wherein said mono or bicyclic heter- 
oaryl ring can also be additionally substituted at an available carbon atom by a C^. 4 alkyl, halo, hydroxy, 
benzyl, . or cyclohexylmethyl, or if the mono or bicyclic ring has an available N-atom such N atom can also be 
substituted by an N-protecting group such as 





2,4-dinitrophenyl, alkyl, benzyl, or benzhydryl. 



A compound of Claim 1 having the formula 




O 



H 



COOR 3 



wherein: 



A is 



O 
u 




K12 Rx 



R 2 is hydrogen or 



O 



0 



R 3 is hydrogen or C^. A alkyl; 
r is zero or one; 
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R 1 is aryl-CH 2 -, substituted aryl-CH 2 -, heteroaryl-CH 2 -, cycloalkyl-CH 2 - wherein cycloalkyl is of 3 to 7 carbons, 

or straight or branched chain alkyl of 1 to 7 carbons and R 12 is hydrogen; or and R 12 taken together with 

the carbon to which they are attached complete a cycloalkyl ring of 5 to 7 carbons; 

R 6 is Ci.4 alkyl or phenyl; 

n is one or two; 

m is zero or one; 

XisOorS;and 

Y is CH 2 , O, or S provided that Y is O or S only when m is one. 
A compound of Claim 2 wherein: 
R 2 is hydrogen or 



H 3 C 




R 3 is hydrogen; 
r is zero or one; 

R 1 is benzyl, cyclopropylm ethyl, or straight or branched chain alkyl of 3 to 5 carbons; 
R 12 is hydrogen; 
n is one or two; 
m is zero or one; 
X is O or S; and 

Y is CH 2 , O, or S provided that Y is O or S only when m is one. 
A compound of Claim 3 wherein: 

XisS: 

Y is CH 2 ; 
n is two; 
m is one; 

ris zero or one; 

R 2 is hydrogen; 

R 1 is benzyl or isobutyl; and 

R 12 is hydrogen; or 

XisS; 

Y is CH 2 ; 
n is one; 
m is one; 
r is zero; 

R 2 is hydrogen; 
R 1 is benzyl; and 
R 12 is hydrogen; or 
X is S; 

Y is CH 2 ; 
n is two; 
m is zero; 
r is zero; 

R 2 is hydrogen; 

R 1 is benzyl, cyclopropylmethyl, n-butyl, isobutyl, n-propyl, or -CH 2 0(CH 3 ) 3l and 
R 12 is hydrogen; or 
Xis O; 

Y is CH 2 ; 
n is two: 
m is one; 
r is zero; 
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R 2 is hydrogen; 
R 1 is benzyl; and 
R 12 is hydrogen; or 
Xis O; 

Y is CH 2 ; 
n is two; 
m is zero; 
r is zero; 

R 2 is hydrogen; 
R 1 is benzyl; and 
R 12 is hydrogen; or 
XisO; 

Y is O; 

n is two; 

m is one; 

r is zero; 

R 2 is hydrogen; 

R 1 is benzyl; and 

R 12 is hydrogen; or 

XisS; 

Yis O; 

n is two; 

m is one; 

r is zero; 

R 2 is hydrogen; 

Rt is benzyl; and 

R 12 is hydrogen. 

The compound of Claim 4: 

[4S-[4a(R*)7aJ0ap]]-octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxoVH-pyrido[2,1-b][1 l 3] 
thiazepine-7-carboxylic acid; 

[4S-[4a(R*),7a,10aP]]-octahydro-4-[(2 mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2,1-b][1 ,3]- 
thiazepine-7-carboxylic acid, 1 ,1-dimethylethylamine salt; 

[4S-[4a(S*)7aJ0ap])-octahydro-4-[(2-m 
thiazepine-7-carboxylic acid; 

^S-^afR^Ja.lOaPH-octahydro^-tP-fmercaptomethyO-l-oxo-S-phenylpropyOaminol-S-oxo^H-pyri- 
do-[2,1 -b][1 ,3]thiazepine-7-carboxylic acid; 

[4S-[4a(R*), 7a, 1 0ap]]-octahydro^-[(2-mercapto-4-methyl-1 -oxo-pentyl)amino]-5-oxo-7H-pyrido[2,1 -b][1 ,3] 
thiazepine-7-carboxylic acid; 

[3R-t3a(S*) l 6a l 9aP]]-hexahydro-3-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-4-oxo-2H,6H-pyrido[2J-b^ 
-[1,3]thiazine-6-carboxylic acid; 

[4S-[4a(R*)7a.9ap]]-octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxopyrrolo[2,1-b][1,3]-thi- 
azepine-7-carboxylic acid; 

[4S-[4a(R*)7a,9aP)]-octahydro-4-[(3-cyclopropy^^ 
thiazepine-7-carboxylic acid; 

[4S-[4a(R*) l 7o,9ap]]-octahydro-4-[(2-mercapto-1 <>xohexyl)arnino]-5-oxopyrrolo[2 ,1 -b][1 ,3]-thiazepine- 
7-carboxylic acid; 

[4S-[4a(R*),7a > 9ap]]-octahydro-4-[(2-mercapto-1-oxo-4-methylpentyl)amino]-5-oxopyrrolo[2 > 1-b][1,3]-thi- 
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azepine-7-carboxylic acid; 

[4S-[4a(R*)7a,9ap]]-octahydro^^ 
7-carboxylic acid; 

[4S-[4a(R*) 7a,9ap]]-octahyd^ 
thiazepine-7-carboxylic acid: 

[4S-[4a(R*)7a,10aP]]-octahydro-4-[(2-merc^^ 
oxazepine-7-carboxylic acid; 

[4S-[4a(R*)7a,9ap]]-octahydro-4-[(2^ 
azepine-7-carboxylic acid; 

[4S-[4a(R # )JaJ0ap]]-octahydro-4-[(2-mercapto-^^^ 
[1 ,3]-oxazepine-7-carboxylic acid; or 

[4S-[4a(R*)7a,10ap]]-octahydro-4-[(2-mercap^ 
[1,3]-thiazepine-7-carboxylic acid. 

The compound according to claim 1 having the formula 



or such a compound in pharmaceutically acceptable salt form. 

A pharmaceutical composition for use in the treatment of cardiovascular disease such as hypertension and con- 
gestive heart failure comprising a pharmaceutically acceptable carrier and one or more compounds of the formula 



or such a compound in pharmaceutically acceptable salt form, wherein A, X, Y, n, m and R 3 are as defined in Claim 1 . 
A compound of the formula 



H 
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or such a compound in salt form wherein: 

XisOorS; 
n is one or two; 

m is zero or one; provided that when X, n and Y are simultaneously 0, 1 and CH2 respectively, m is one; 
Y is CH 2 , 0, or S provided that Y is 0 or S only when m is one; 
R 3 is hydrogen, C V4 alkyl, or aryl-(CH 2 )p-; and 
p is zero or an integer from 1 to 6. 

A process for preparing the compounds as defined in claim 1 having the formula 



which comprises: 
a) when A is 



(CH 2 ) n 



H ° COOR3 



I 

CH 2 )m 



O 
I! 

HS— (CH 2 ) r -C^-C 

H12 R x 



and R 3 is hydrogen, coupling the acylmercapto sldechain of the formula 



O 



RS-C S (CH 2 ) r — — C — OH 



R 12 Ri 



or an activated form thereof with the amine of the formula 
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h 2 n (i y 



0 COORj 

in the presence of a coupling reagent wherein X, Y, m, n, R 6> r, R^and R 12 are as defined in Claim 1 and R 3 
is hydrogen or an acid protecting group followed by removal of the acyl group 



0 
It 

R fi -C' 



and the R 3 acid protecting group; and, 
b) when A is 



II 



R 7 OOC ~ (CH 2 ) «, ~/ C ^~ c 
R12 Rj, 



coupling the carboxylic acid of the formula 



O 

II 

R7OOC— (CH 2 ) q — C- C - OH 



or an activated form thereof with the amine of the formula 

(CH 2 ) 

H 2 M 




0 COOR 3 

in the presence of a coupling reagent wherein X, Y, m, n, R, and R 12 are as defined in Claim 1 , and R 3 and 
R 7 are acid protecting groups. 

10. A process for preparing the compounds of the formula 
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20 



25 



30 



40 



45 



50 



9 COQRj 



10 wherein: 



X is O or S; 
n is one or two; 
m is zero or one; 

15 provided that when X, n and y are simultaneously O, 1 and CH 2 respectively, m is one; 

Y is CH 2 , O or S provided that Y is O or S only when m is one; and 
R 3 is an acid protecting group; 



which comprises; 

(a) coupling an amino acid of the formula 



(CS2>n 

p t — s — ca — coob 



with the amino acid ester of the formula 



35 HC-(0-alJcyl> 2 

Y 

i 



to give the dipeptide 



55 
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y 



■Xf 




O K 



wherein: 



P 1 is an amino protecting group or a group which together with the N-atom forms a protecting 
P 2 is a hydroxy or mercapto protecting group; 

(b) selectively removing the P 2 protecting group from the product of part (a); 

(c) cyclizing the product of part (h) to give 



and 

(d) removing the P 1 protecting group of the product of part (c) to give the desired product. 
A process of Claim 1 0 wherein: 
XisS; 

n is one or two; 

Y is CH 2 ; 

m is zero or one; 

which comprises: 

(a) coupling an amino acid of the formula 




O 



COORj 




Pi— n — cn — 



COOH 



with the amino acid ester of the formula 
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H*N CH— COOKj 



to give the dipeptide of the formula 



HC-f-0-alkyl) a 
o-F a (oral* 

O H 



wherein: 



is an amino protecting group or a group which together with the N-atom forms a protecting group; and 
P 2 is a hydroxy protecting group; 

(b) selectively removing the P 2 protecting group from the product of part (a) to give the corresponding hydroxy 
compound; 

(c) converting the hydroxy produce from part (b) to the mercaptan of the formula 

HC-fo-aU©a> 3 

Pi— * CBi — jf~y a COOH 

O SX 



(d) cyclizing the mercaptan product of part (c) to give 




o • COGR 3 



and 

(e) removing the P t protecting group from the product of part (d) to give the desired product. 
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12. A process of Claim 10 wherein: 

X is S; 

n is two, 

Y isS orO; and 

m is one; 

which comprises; 

(a) coupling an amino acid of the formula 



with the amino acid ester of the formula 



(pi 2 

■n— ca— -cooh 



HC-^o-alkyUj 
I 

i 

Ob 

H 2 N — rrr^cooRj 



to give the dipeptide of the formula 



r 

» F 

Pi N— CH C— N CH COOR, 



-Pa 



wherein: 



P 1 is an amino protecting group or a group which together with the N-atom forms a protecting group; and 
P 2 is a hydroxy protecting group; 

(b) selectively removing the P 2 protecting group from the product of part (a) to give the corresponding hydroxy 
compound; 

(c) converting the hydroxy product from part (b) to the mercaptan of the formula 
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HC-f-0-aXkyl> 2 

r 

r r 

Pi N — CH C— |I CH COOH, 

O H 



(d) cyclizing the mercaptan product of part (c) to give 




COOK) 



and 

(e) removing the P-, protecting group from the product of part (d) to give the desired product. 



13. A process for preparing the compounds of the formula 




COOR* 



wherein: 

X is 0 orS; 

n is one or two; 

m is zero or one; and 

R 3 is an acid protecting group; 

which comprises: 

(a) coupling an amino acid of the formula 



Pi— 'M — ch — coon 



with the hydroxy amino acid ester of the formula 
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10 



15 



25 



30 



CHj-OH 



(CH 2 ) a 



to give the dipeptide of che formula 



j3£a-OH 
X-P* <CR 2 ) a 

20 N— CH — — « CH COG* 3 

0 s 



wherein: 



P 1 is an amino protecting group or a group which together with the N-atom forms a protecting group; and 
P 2 is a hydroxy or mercapto protecting group; 

(b) oxidizing the hydroxy product ot part (a) to the aldehyde of the formula 



<CHa>» (CH,) a 

Pi N — CH C— N CH COO* 3 

40 OK. 



(c) selectively removing the P 2 protecting group from the aldehyde product of part (b); 

(d) cyclizing the product of part (c) to give 

45 



50 




coon, 



55 and 

(e) removing the P 1 protecting group of the product of part (d) to give the desired product. 
14. A compound of any one of claims 1 -6 for use as an active pharmaceutical substance. 
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15. Use of a compound of any one of claims 1 -6 for the manufacture of a medicament for treatment of cardiovascular 
disease. 



s Patentanspruche 

1 . Verbindung der Formel 



10 



15 



20 



25 



30 



35 



50 



55 



' o coaa» 



odereine solche Verbindung in Form eines pharmazeutisch vertraglichen Salzes, wobei 



oder 



40 ist, 

X gieich O Oder S-(0) t ist, 

R t und R 12 unabhangig ausgewahlt sind aus einem Wasserstoffatom, einem Alkylrest, einem Alkenylrest, einem 
Cycloalkylrest, einem substituierten Alkylrest, einem substituierten Alkenylrest, einem Arylrest, einem substituier- 
ten Arylrest, einem Heteroarylrest, einem Cycloalkyl-Alkylenrest, einem Aryl-Alkylenrest, einem substituierten Aryl- 
^5 Alkylenrest, und einem Heteroaryl-Alkylenrest oder R 1 und R 12 zusammengenommen mit dem Kohlenstoffatom, 

an das sie gebunden sind, einen Cycloalkylring oder einen an Benzol kondensierten Cycloalkylring vervollstandi- 
gen; 

R 7 ein Wasserstoffatom oder 



O 

e 

R6 C" 



R 3 und R 7 unabhangig ausgewahlt sind aus einem Wasserstoffatom, einem Alkylrest, einem substituerten Al- 
kylrest, einem Aryl-(CH 2 ) p -rest, einem substituierten Aryl-(CH 2 ) p -rest; 

Re ein Alkylrest, ein substituierter Alkylrest, ein Cycloalkyl-(CH 2 ) p -rest, ein Aryl-JCH^p-rest, ein substituierter 
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Aryl-(CH 2 ) p -rest oder ein Heteroaryl-(CH 2 ) p -rest 1st; 
m gleich 0 oder 1 ist; 

Y gleich CH 2 , S-(0) t oder O ist r mit der Ma3gabe, dass Y nur S-(0) t oder O ist, wenn m gleich 1 ist; 
n gleich 1 oder 2 ist; 

p gleich 0 oder eine ganze Zahl von 1 bis 6 ist; 
q gleich 0 oder eine ganze Zahl von 1 bis 3 ist; 
r gleich 0 oder 1 ist; und 
t gleich 0, 1 oder 2 ist, 

der Begriff "Alkylrest" gerad- oder verzweigtkettige Reste betrifft, welche bis zu siebeh Kohlenstoffatome aufwei- 
sen, 

der Begriff "substituierter Alkylrest" solche gerad- oder verzweigtkettigen Reste mit 1 bis 7 Kohlenstoffatomen 
betrifft, in welchen ein oder mehrere Wasserstoffatome durch eine Hydroxy-, Amino-, Cyanogruppe, em Halogena- 
tom, einen Trifluormethyl-, -NHfC^-Alkyl)-, -NfC^-Alkylfe-, C V4 -Alkoxy-, C^-Alkylthio- oder einen Carboxyrest 
ersetzt worden sind; 

der Begriff "Cycloalkylrest" gesattigte Rings mit 3 bis 7 Kohlenstoffatomen betrifft; 

der Begriff "Alkenylrest" gerad- oder verzweigtkettige Reste mit 3 bis 7 Kohlenstoffatomen mit einer oder zwei 
Doppelbindungen betrifft; 

der Begriff "substituierter Alkenylrest" solche geradkettigen oder verzweigten Reste mit 3 bis 7 Kohlenstoffatomen 
mit einer oder zwei Doppelbindungen betrifft, in welchen ein Wasserstoffatom durch eine Hydroxygruppe, eine 
Aminogruppe, ein Halogenatom, einen Trifluormethyl-, Cyano-, -NhHC^-Alkyl)-, -N(C 1 ^-Alky») 2 -. C^-Alkoxy-, 
C^-Alkylthio- oder einen Carboxyrest ersetzt worden ist; 

der Begriff "Alkylenrest" gerad- oder verzweigtkettige Reste betrifft, welche bis zu sieben Kohlenstoffatome auf- 
weisen, d.h. -CH 2 -, -(CH 2 ) 2 - ( -(CH 2 ) 3 -, -(CH 2 ) 4 -, 

L • XL > 

* 

der Begriff "Arylrest" einen Phenylrest, einen 1 Naphthylrest und einen 2-Naphthylrest betrifft; 
der Begriff "substituierter Arylrest" einen Phenylrest, 1 -Naphthylrest und 2-Naphthylrest mit einem Substituenten, 
ausgewahlt aus einem ^-Alkylrest, einem C^-Alkoxyrest, einem C^-Alkylthiorest, einem Halogenatom, einer 
Hydroxygruppe, einer Trrfluormethylgruppe, einer Aminogruppe, -NH(C,_ 4 -Alkyl) oder -NfC^-Alky^, und einen 
di- oder trisubstituierten Phenylrest, 1 -Naphthylrest oder 2-Naphthylrest, wobei die Substituenten ausgewahlt sind 
aus einem Methyl-, einem Methoxy-, einem Methylthiorest, einem Halogenatom, einer Hydroxygruppe und einer 
Aminogruppe, betrifft; 

der Begriff "Heteroarylrest" ungesattigte Ringe mit 5 oder 6 Atomen betrifft, welche ein oder zwei O- und S-Atome 
und/oder ein bis vier N-Atome enthalten, mit der MaGgabe, dass die Gesamtzahl der Heteroatome im Ring 4 oder 
weniger betragt, 

wobei der Heteroarylring durch ein vorhandenes Kohlenstoffatom oder Stickstoffatom gebunden ist; 

wobei der Begriff "Heteroarylrest" ferner bicyclische Ringe einschlieBt, wobei der fiinf- oder sechsgliedrige Ring, 

welcher, wie vorstehend definiert, O-, S- und N-Atome enthaft, an einen Benzol- oder Pyridylring kondensiert ist, 

und 

wobei der mono- oder bicyclische Heteroarylring zusatzlich ebenfalls an einem vorhandenen Kohlenstoffatom mit 
einem C 1 . 4 -Alkylrest, einem Halogenatom, einer Hydroxygruppe, einem Benzylrest oder einer Cyclohexylmethyl- 
gruppe substituiert sein kann, oder, falls der mono- oder bicyclische Ring ein zugangliches N-Atom aufweist, dieses 
N-Atom mit einer N-Schutzgruppe, wie 

einem 2,4 Dinitrophenylrest, einem C t . 4 - Alkylrest, einem Benzylrest oder einem Benzhydrilrest substituiert sein 
kann. 

Verbindung nach Anspruch 1 mit der Formel 



EP 0 629 627 B1 




wobei: 
A gleich 

f? 

ist; 

R 7 ein Wasserstoffatom oder 




R 3 ein Wasserstoffatom oder ein C^-Alkylrest ist; 
r gleich 0 oder 1 ist; 

R 1 ein Aryl-CH 2 -Rest, ein substttuierter Aryl-CH 2 -Rest, ein Heteroaryl-CH 2 -Rest, ein Cycloalkyl-CH 2 -Rest, 
wobei der Cycloalkylrest aus 3 bis 7 Kohlenstoffatomen besteht, oder gerad- oder verzweigtkettiger Alkylrest 
mit 1 bis 7 Kohlenstoffatomen ist und R 12 ein Wasserstoffatom ist; oder R., und R 12 zusammengenommen mit 
dem Kohlenstoffatom, an das sie gebunden sind, einen Cycloalkylring mit 5 bis 7 Kohlenstoffatomen vervoll- 
standigen; 

R 6 ein C^-Alkylrest oder ein Phenylrest ist; 
n gleich 1 oder 2 ist; 
m gleich 0 oder 1 ist; 
X gleich O oder S ist; und 

Y gleich CH 2 , 0 oder S ist, mit der MaBgabe, dass Y nur 0 oder S ist, wenn m gleich 1 ist. 
Verbindung nach Anspruch 2, wobei: 
R 2 ein Wasserstoffatom oder 

? 

HgC C 



ist; 

R 3 ein Wasserstoffatom ist; 
r gleich 0 oder 1 ist; 

R t ein Benzylrest, ein Cyclopropylmethylrest oder ein gerad- oder verzweigtkettiger Alkylrest mit 3 bis 5 Koh- 
lenstoffatomen ist; 
R 12 ein Wasserstoffatom ist; 
n gleich 1 oder 2 ist; 
m gleich 0 oder 1 ist; 
X gleich O oder S ist; und 
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Y gleich CH 2 , O oder S ist, mit der MaBgabe, dass Y nur O oder S ist, wenn m gleich 1 ist. 
Verbindung nach Anspruch 3, wobei: 

X gleich S ist; 

Y gleich CH 2 ist; 
n gleich 2 ist; 

m gleich 1 ist; 

r gleich 0 oder 1 ist; 

R 2 ein Wasserstoffatom ist; 

R 1 ein Benzylrest oder ein Isobutylrest ist; und 

R 12 ein Wasserstoffatom ist; 

oder 

X gleich S ist; 

Y gleich CH 2 ist; 
n gleich 1 ist; 

m gleich 1 ist; 
r gleich 0 ist; 

R 2 ein Wasserstoffatom ist; 
R 1 ein Benzylrest ist; und 
R 12 ein Wasserstoffatom ist; 
oder 

X gleich S ist; 

Y gleich CH 2 ist; 
n gleich 2 ist; 

m gleich 0 ist; 
r gleich 0 ist; 

R 2 ein Wasserstoffatom ist; 

R-, ein Benzylrest, ein Cyclopropylmethylrest, ein n-Butylrest, ein Isobutylrest, ein n-Propylrest oder - 

(CH 3 ) 3 ist; und 

R 12 ein Wasserstoffatom ist; 

Oder 

X gleich O ist; 

Y gleich CH 2 ist; 
n gleich 2 ist; 

m gleich 1 ist; 
r gleich 0 ist; 

R 2 ein Wasserstoffatom ist; 
R 1 ein Benzylrest ist; und 
R 12 ein Wasserstoffatom ist; 
oder 

X gleich O ist; 

Y gleich CH 2 ist; 
n gleich 2 ist; 

m gleich 0 ist; 
r gleich 0 ist; 

R 2 ein Wasserstoffatom ist; 
R n ein Benzylrest ist; und 
R 12 ein Wasserstoffatom ist; 
oder 

X gleich O ist; 

Y gleich O ist; 
n gleich 2 ist; 
m gleich 1 ist; 
r gleich 0 ist; 

R 2 ein Wasserstoffatom ist; 
R 1 ein Benzylrest ist; und 
R 12 ein Wasserstoffatom ist; 
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oder 

X gleich S ist; 
Y gleich O ist; 
n gleich 2 ist; 
m gleich 1 ist; 
r gleich 0 ist; 

R 2 ein Wasserstoffatom ist; 
R 1 ein Benzylrest ist; und 
R 12 ein Wasserstoffatom ist. 

Verbindung nach Anspruch 4: 

[4S-[4a(R*)7aJ0aP]]-Octahydro-4-[(2-m^ 
thiazepin-7-carbonsaure; 

[4S-[4a(R*)7a ( 10ap]]-Octahydro-4^ 
thiazepin-7-carbonsaure-1 ,1 -Dimethylethylaminsalz; 

[4S-[4a(S*)7aJ0ap]]-Octahydro-4-[(2-merra^ 
thiazepin-7-carbonsaure; 

[4S-[4a(R*)7aJ0ap]]-Octahydro-4-[[2-(mercapto^ 
[2,1-b][1,3]thiazepin-7-carbonsaure; 

[4S-[4a(R*),7a,10ap]]-Octahydro-4-[(2-mercapto-4-methyl-1 oxo pentyl)amino]-5-oxo-7H-pyrido[2,1-b][1 ,3] 
thiazepin-7-carbonsaure; 

[3R-[3a(S*),6a,9ap]]-Hexahydro-3-[(2-mercapto-1-ox^^ 
[1 ,3]thiazin-6-carbonsaure; 

[4S-[4a(R*)7a,9ap]]-Octahydro-4-[(2-m^ 
pin-7-carbonsaure; 

[4S-[1a(R # )7a,9ap]]-Octahydro-4-[(3-cydopropyl-2-^^ 
thiazepin 7 carbonsaure; 

[4S-[4a(R*)7a ) 9ap]]-Octahydro-4-[(2-mercapto-1-oxohexyl)amino]-5-oxopyrrolo-[2,1-b][1,3]thiazepin 
bonsaure; 

[4S-[4a(R*)7a,9ap]]-Octahydro-4-[(2-mercapto^^ 
pin-7-carbonsaure; 

[4S-[4a(R*)7a l 9aP]]-Octahydro-4-[(2-mercapto-1-oxopentyl)amino]-5-oxopyrrolo-[2,1-b][1,3]thiazepin- 
7-carbonsaure; 

[4S [4a(R*),7a,9ap]]-Octahydro-4-[(2-mercapto-4,4-dimethyl-1 -oxopentyl)amino]-5-oxopyrrolo[2, 1 -b][1 ,3] 
thiazepin-7-carbonsaure; 

[4S-[4a(R*),7a l 10ap]]-Octahydro-4-{(2-mercapto 1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2 t 1-b][1 ,3] 
oxazepin-7-carbonsaure; 

[4S-[4a(R*)7a,9ap]]-Octahydro-4^(2-mercapto-1-oxo-3^^ 
pin-7-carbonsaure; 

[4S-[4a(R*),7a, 1 0ap]]-Octahydro-4-[(2-mercapto-1 -oxo-3-pheny!propyI)amino]-5-oxo[1 ,4]oxazino[3,4-b][1 ,3] 
oxazepin-7-carbonsaure; oder 

[4S-[4a(R*),7a,10aPl] Octahydro-4-[(2-mercapto-1 -oxo-3-phenylpropyl)amino]-5-oxo[1 ,4]oxazino[3,4-b][1 ,3] 
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thiazepin-7-carbonsaure, 
Verbindung nach Anspruch 1 mit der Formel 




Oder eine solche Verbindung in Form eines pharmazeutisch vertrag lichen Salzes. 

Pharmazeutische Zusammensetzung zur Verwendung in der Behandlung einer cardiovaskularen Erkrankung wie 
Binthochdruck und kongestiver Herzinsuffizienz, umfassend einen pharmazeutisch vertraglichen Trager und eine 
Oder mehrere Verbindungen der Formel 




Oder eine solche Verbindung in Form eines pharmazeutisch vertraglichen Salzes, wobei A, X, Y, n, m und R 3 wie 
in Anspruch 1 definiert sind. 

Verbindung der Formel 




Oder eine solche Verbindung in Salzform, wobei: 

X gleich O oder S ist; 
n gleich 1 oder 2 ist, 

m gleich 0 oder 1 ist; mit der MaBgabe, dass, wenn X, u und Y gleichzeitig 0, 1 bzw. CH 2 sind, m gleich 1 ist; 
Y gleich CH 2 , O oder S ist, mit der MaBgabe; dass Y nur O oder S ist, wenn m gleich 1 ist; 
R 3 ein Wasserstoffatom, ein C^-Alkylrest oder ein Aryl-(CH p )-rest ist; und 
p gleich 0 oder eine ganze Zahl von 1 bis 6 ist. 

Verfahren zur Herstellung von wie in Anspruch 1 definierten Verbindungen mit der Formel 
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(CO,) 




1 O cOORj 



welches umfasst: 
a) wenn A 



und R 3 ein Wasserstoffatom ist, Verknupfen der Acylmercapto-Seitenkette der Formel 



o 

Rl3 



oder einer aktivierten Form davon, mit dem Amin der Formel 




COOK; 

in Gegenwart eines Kupplungsreagenz, wobei X, Y, m, n, R 6 , r, R 1 und R 13 wie in Anspruch 1 definiert sind 
und R 3 ein Wasserstoffatom oder eine Saureschutzgruppe darstellt, und anschlieftend Entfernen des Acylre- 
stes 



O 
If 



und der R 3 -Saureschutzgruppe; und 
b) wenn A 



il 



85 



EP 0 629 627 B1 

ist, Verknupfen der Carbonsaure der Formel 



r 



RTOcxr-«CH 2 ) B — q~ c-cs 



10 oder einer aktivierten Form davon, mit dem Amin der Formel 



15 



<CE») 



O ODOR)' 

20 in Gegenwart eines Kupplungsreagenz, wobei X, Y, m, n, R, und R 12 wie in Anspruch 1 definiert sind und R 3 

und R 7 Saureschutzgruppen sind. 

10. Verfahren zur Herstellung der Verbindungen der Formel 

25 



30 



35 



0 COORa 



wobei: 



X gleich O oder S ist; 
n gleich 1 oder 2 ist, 
m gleich 0 oder 1 ist; 

mit der MaBgabe, dass, wenn X, n und y gleichzeitig O, 1 bzw, CH 2 sind, m gleich 1 ist; 
40 Y gleich CH 2 , O oder S ist, mit der MaGgabe, dass Y nur O oder S ist, wenn m gleich 1 ist; und 

R 3 eine Saureschutzgruppe ist; 

welches umfasst: 

45 (a) Verknupfen einer Aminosaure der Formel 

so tCHa> B 

Px N — C3 -CGQH 

55 mit dem Aminosaureester der Formel 
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I 

I 

y 



(Ola). 
HjK - — Cfc—COORi 



urn das Dipeptid 



HC-f-O- Alley 1 j, 



CM, 
I 

fCH ? ) B (CH,), 
-CH-— C.i-N CH — " COORg 



■n 



zu ergeben, wobei: 

P 1 eine Aminoschutzgruppe oder eine Gruppe ist, welche zusammen mit dem N-Atom eine Schutzgruppe 
bildet; und 

P 2 eine Hydroxy- oder Mercaptoschutzgruppe ist; 

(b) selektives Entfernen der P 2 -Schutzgruppe vom Produkt des Teils (a); 

(c) Cyclisieren des Produkts des Teils (b), urn 



OOORj 

zu ergeben; und 

(d) Entfernen der P r Schutzgruppe des Produkts des Teils (c), urn das gewunschte Produkt zu erhalten. 

11. Verfahren nach Anspruch 10, wobei: 

X gteich S ist; 
n gleich 1 oder 2 ist; 
Y gleich CH 3 ist; 
m gleich 0 oder 1 ist; 
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welches urnfasst: 

(a) Verknupfen einer Aminosaure der Formel 



10 



*i— ch— cooh 



mit dem Aminosaureester der Formel 



15 



20 



25 



um das Dipeptid der Formel 



30 



35 



I 



<CHa> n 

-Iff — CH*—^— jf — CH COORi 

O H 



40 



45 



zu ergeben, wobei: 

elne Aminoschutzgruppe oder elne Gruppe ist, welche zusammen mit dem N-Atom eine Schutzgruppe 
bildet; und 

P 2 eine Hydroxyschutzgruppe ist; 

(b) selektives Entfernen der P 2 -Schutzgruppe vom Produkt des Teils (a), um die entsprechende Hydroxyver- 
bindung zu ergeben; 

(c) Umwandeln des Hydroxyprodukts vom Teil (b) in das Mercaptan der Formel 



50 



55 
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I 

?1 — a— car- J -J -~ a —coot 

O H 



(d) Cyclisieren des Mercaptanprodukts des Teils (c), um 




COORa 



zu ergeben; und 

(c) Entfernen der P r Schutzgruppe vom Produkt des Teils (d), um das gewunschte Produkt 2 

12. Verfahren nach Anspruch 10, wobei: 

X gleich S ist; 

n gleich 2 ist; 

Y gleich S Oder O ist; und 

m gleich 1 ist; 

welches umfasst; 

(a) Verknupfen einer Aminosaure der Formel 



I 



(CSa)a 

i • 



mit dem Aminosaureester der Formel 



HC^o-JUkyl )a 
I 

Y 

i 

T 
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um das Dipeptid der Formel 
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r 



r 

r* r 

CCH a )„ ^Ha 

p x — CH — -C — N — CH— COOR 3 
. II I 
O H 

zu ergeben, wobei: 

eine Aminoschutzgruppe oder eine Gruppe ist, welche zusammen mit dem N-Atom eine Schutzgruppe 
bildet; und 

P 2 eine Hydroxyschutzgruppe ist; 

(b) selektives Entfernen der P 2 -Schutzgruppe vom Produkt des Teils (a), um die entsprechende Hydroxyver- 
bindung zu ergeben; 

(c) Umwandeln des Hydroxyprodukts vom Teil (b) in das Mercaptan der Formel 

CT 2 

. . r . r 

Pl-^W — CK C— N Crf COORj 

o a 



(d) Cyclisieren des Mercaptanprodukts des Teils (c), um 

O COORj 

zu ergeben; und 

(e) Entfernen der P r Schutzgruppe vom Produkt des Teils (d), um das gewunschte Produkt zu ergeben. 
13. Verfahren zur Herstellung der Verbindungen der Formel 
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•H^i — i 



° COORj 



wobei: 

X gleich O oder S ist; 

n gleich 1 oder 2 ist; 

m gleich 0 oder 1 ist; und 

R 3 eine Saureschutzgruppe ist; 

welches umfasst: 

(a) Verknupfen einer Aminosaure der Formel 

CCH,)* 
P a — w — ca — coos 

mit dem Hydroxyaminosaureester der Formel 

(CHj). 
CS— COOR, 

urn das Dipeptid der Formel 



CH2-OH 

*u — ch — ^ — h — ca — coaa A 
o a 



zu ergeben, wobei: 

P 1 eine Aminoschutzgruppe oder eine Gruppe ist, welche zusammen mit dem N-Atom eine Schutzgruppe 
bildet; und 
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P 2 eine Hydroxy- Oder Mercaptoschutzgruppe ist; 

(b) Oxidieren des Hydroxy produkts des Teils (a) zum Aldehyd der Formel 

V 

x-Pa (cn 2 ) 2 

O H 

(c) selektives Entfernen der P 2 -Schutzgruppe vom Aldehydprodukt des Teils (b); 

(d) Cyclisieren des Produkts des Teils (c), um 




O COOR 4 



zu ergeben; und 

(e) Entfernen der P r Schutzgruppe des Produkts des Teils (d), um das gewunschte Produkt zu ergehen. 

14. Verbindung nach einem der Anspruche 1 bis 6 zur Verwendung als pharmazeutischen Wirkstoff. 

15. Verwendung einer Verbindung nach einem der Anspruche 1 bis 6 zur Herstellung eines Medikaments zur Behand- 
lung einer cardiovaskularen Erkrankung. 

Revendications 

1. Compose de formule : 




ou ce compose sous forme de sel pharmaceutiquement acceptable, dans lequel : 
A represente 
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S? 




ou 




ii 



X represente O ou S-(0) t ; 

R<i et R 12 sont independamment choisis dans le groupe constitue d'un hydrogene, un alkyle, un alcenyle, un 
cycloalkyle, un alkyle substitue, un alcenyle substitue, une aryle, un aryle substitue, un heteroaryle, un cy- 
cloalkyl-alkylene-, un aryl-alkylene-, un aryl-alkylene- substitue et un heteroaryl-alkylene- ou R 1 et R 12 con- 
siders conjointement au carbone auquel ils sont lies forment un cycle cycloalkyle ou un cycle cycloalkyle 
benzocondense ; 
R 2 represente un hydrogene ou 



R 3 et R 7 sont independamment choisis dans le groupe constitue d'un hydrogene, un alkyle, un alkyle substitue, 
un aryl-(CH 2 )p-, un aryl-(CH 2 )p- substitue ; 

R 6 represente un alkyle, un alkyle substitue, un cycloalkyl-(CH 2 )p-, un aryl-(CH 2 )p-, un aryl-(CH 2 )p- substitue 
ou un heteroaryl-(CH 2 )p- ; 
m est zero ou un ; 

Y represente CH 2 , S-(O), ou O a condition que Y represente S-(0) t ou O uniquement quand m est un ; 

n est un ou deux ; 

p est zero ou un entier de 1 a 6 ; 

q est zero ou un entier de 1 a 3 ; 

rest zero ou un ; et 

t est zero, un ou deux, 

le terme « alkyle » designe des radicaux a chaines droites ou ramifiees ayant jusqu'a sept atomes de carbone ; 
le terme « alkyle substitue » designe ces radicaux a chaines droites ou ramifiees ayant de 1 a 7 carbones 
dans lequel un ou plusieurs hydrogenes ont ete remplaces par un hydroxy, un amino, un cyano, un halo, un 
trifluoromethyle, un -NH(alkyle en C^), un -N(alkyle en C 14 ) 2l un alcoxy en C^ t un alkylthio en ou un 
carboxy; 

le terme « cycloalkyle » designe des cycles satures ayant 3 a 7 atomes de carbone ; 

le terme « alcenyle » designe des radicaux a chaines droites ou ramifiees ayant de 3 a 7 atomes de carbone 

ayant une ou deux doubles liaisons ; 

le terme «- alcenyle substitue » designe ces radicaux a chaines droites ou ramifiees ayant de 3 a 7 atomes de 
carbone ayant une ou deux doubles liaisons dans lequel un hydrogene a ete remplace par un hydroxy, un 
amino, un halo, un trifluoromethyle, un cyano, un -NH(alkyle en C^), un -N (alkyle en C^) 2 , un alcoxy en 
C VA , un alkylthio en C^. A ou un carboxy ; 

le terme « alkylene » designe des radicaux a chaines droites ou ramifiees ayant jusqu'a sept atomes de car- 
bone, c'est-a-dire, -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 4 -, 



0 
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— CHj-CH- 




le terme « aryle » designe un phenyle, un 1 -naphthyle et un 2-naphthyle ; le terme « aryle substitue » designe 
un phenyle, un 1 -naphthyle et un 2-naphthyle ayant un substituant choisi parmi un alkyle en C^, un alcoxy 
en 0^4, un alkylthio en C,. 4 , un halo, un hydroxy, un trifluoromethyle, un amino, un -NH(alkyle en C^) ou un 
-N (alkyle en C AA ) 2t et un phenyle di- et tri-substitue, un 1 -naphthyle ou un 2-naphthyle dans lequel lesdits 
substituants sont choisis parmi un methyle, un methoxy, un metlylthio, un halo, un hydroxy et un amino ; 
le terme « heteroaryle » designe des cycles non satures ayant 5 ou 6 atomes contenant un ou deux atomes 
O et S et/ou un a quatre atomes N a condition que le nombre total des hetero-atomes dans le cycle soit 4 ou 
moins, le cycle heteroaryle etant lie au moyen d'un atome de carbone ou d'azote disponible ; 
le terme heteroaryle incluant en outre des cycles bicycliques dans lequel le cycle comprenant cinq ou six 
membres contenant des atomes O, S et N tels que definis ci-dessus est condense a un cycle benzene ou 
pyridyle ; 

ledit cycle heteroaryle mono ou bicyclique peut aussi etre encore substitue au niveau d'un atome de carbone 
disponible par un alkyle en C^, un halo, un hydroxy, un benzyle ou un cyclohexylmethyle, ou, si le cycle mono 
ou bicyclique a un atome N disponible, un tel atome N peut aussi etre substitue par un groupe de protection N tel 
que : 





un 2,4-dinitrophenyle, un alkyle en C^, un benzyle ou un benzhydryle. 



Compose selon la revendication 1 ayant la formule : 




H 



COORj 



dans laquelle : 



A represente 



8 




*12 Hi 
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R 2 represente un hydrogene ou 



O 




R 3 represente un hydrogene ou un alkyle en ; 
r est zero ou un ; 

represente un aryl-CH 2 -, un aryl-CH 2 - substitue, un het6roaryl-CH 2 -, un cycloalkyl-CH 2 - dans lequel le 
cycloalkyle comprend de 3 a 7 carbones, ou une chalne alkyle droite o u ramifiee comprenant de 1 a 7 carbones 
et R 12 represente un hydrogene ; ou R., et R 12 consideres conjointement au carbone auquel ils sont lies forment 
un cycle cycloalkyle de 5 a 7 carbones ; 
R 6 represente un alkyle en ou un phenyle ; 
n est un ou deux ; 
m est zero ou un ; 
X represente O ou S ; et 

Y represente CH 2> OouSa condition que Y represente O ou S uniquement quand m est un ; 
Compose selon la revendication 2, dans lequel : 
R 2 represente un hydrogene ou 



R 3 represente un hydrogene ; 
r est zero ou un ; 

Ri represente un benzyle, un cyclopropylmethyle, ou une chalne alkyle droite ou ramifiee comprenant de 3 
a 5 carbones ; 

R 12 represente un hydrogene ; 

n est un ou deux ; 

m est zero ou un ; 

X represente O ou S ; et 

Y represente CH 2 , O ou S a condition que Y represente O ou S uniquement quand m est un. 
Compose selon la revendication 3, dans lequel : 

X represente S ; 

Y represente CH 2 ; 
n est deux ; 

m est un ; 

r est zero ou un ; 

R 2 represente un hydrogene ; 

R 1 represente un benzyle ou un isobutyle ; et 

R 12 represente un hydrogene ; ou 

X represente S ; 

Y represente CH 2 ; 
n est un ; 

m est un ; 
r est zero ; 

R 2 represente un hydrogene ; 
Rt represente un benzyle ; et 
R 12 represente un hydrogene ; ou 
X represente S ; 

Y represente CH 2 ; 
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n est deux ; 
m est zero ; 
r est zero ; 

R 2 represente un hydrogene ; 

R 1 represente un benzyle ; un cyclopropylmethyle, un n-butyle, un isobutyle, un n-propyle ou -CH 2 C(CH 3 ) 3 ; et 
R 12 represente un hydrogene ; ou 
X represente O ; 

Y represente CH 2 ; 
n est deux ; 

m est un ; 
r est zero ; 

R 2 represente un hydrogene ; 
Ri represente un benzyle ; et 
R 12 represente un hydrogene ; 
X represente O ; 

Y represente CH 2 ; 
n est deux ; 

m est zero ; 
r est zero ; 

R 2 represente un hydrogene ; 
H A represente un benzyle ; et 
R 12 represente un hydrogene ; 
X represente O ; 

Y represente O ; 
n est deux ; 

m est un ; 
r est zero ; 

R 2 represente un hydrogene ; 
R 1 represente un benzyle ; et 
R 12 represente un hydrogene ; 
X represente S ; 

Y represente O ; 
n est deux ; 

m est un ; 
r est zero ; 

R 2 represente un hydrogene ; 
R 1 represente un benzyle ; et 
R 12 represente un hydrogene. 

Compose selon la revendication 4 : 

acide [4S-[4a(R*), 7a, 10ap]]-octahydro^-[(2-mercapto-1-oxo-3-ph6nylpropyl)amino]-5-oxo-7H-pyrido[2,1-b] 
[1,3]-thiazepine-7-carhoxylique ; 

sel de 1,1-dimethylethylamine de I'acide [4S-[4a(R*), 7a, 10ap]]-octahydro-4-[(2-mercapto-1-oxo-3-phenyl- 
propyl)amino]-5-oxo-7H-pyrido[2,1-b] [1 ,3]-thiazepine-7-carhoxylique ; 

acide [4S-[4a(S*), 7a, 1 0a(3]]-octahydro-4-[(2-mercapto-1 -oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2, 1 -b] 
[1 ,3]-thiazepine-7-carhoxylique ; 

acide [4S-[4a(R*), 7a, 1 Oap]]-octahydro^-[(2-mercapto-methyl)-1 -oxo-3-phenylpropyl]amino]-5-oxo-7H-pyri- 
do-[2,1-b] [1 ,3]-thiazepine-7-carhoxylique ; 

acide [4S-[4a(R*)« 7a, 10ap]]-octahydro^-[(2-mercapto-4-methyl-1-oxopentyl)amino]-5-oxo-7H-pyrido[2,1 -b] 
[1 ,3]-thiazepine-7-carhoxylique ; 

acide [3R-[3a(S*), 6a, 9aP)]-hexahydro-3-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-4-oxo-2H, 6H-pyrido 
[2,1-b]-{1 ,3]thiazine-6-carhoxylique ; 

acide [4S-[4a(R # ), 7a, 9ap]]^tahydro-4*[(2-mercapto-1-oxo-3-phenylpropyl)arnino]-5-oxopyrrolo[2,1-bl 
[1 ,3]-thiazepine-7-carhoxylique ; 

acide [4S-[4a(R*), 7a, 9ap]]-octahydro^-[(3-<^clopropyl-2-rnercapto-1-oxopropyl)arnino]-5-oxopyrro- 
lo-[2,1 -b] [1 ,3]-thiazepine-7-carhoxylique ; 

acide [4S-{4a(R*) t 7a, 9aP)]-octahydro-4-[(2-mercapto-1-oxohexyl)amino]-5-oxopyrrolo[2,1-b] [1 ,3]-thiazepi- 
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ne-7-carhoxylique ; 

acide [4S-[4ct(FT ), 7a, 9a|3]]-octahydro-4-[(2-mercapto-1 -oxo-4-methylpenty l)amino]-5-oxopyrrolo[2, 1 -b] 
[1 ,3]-thiaz6pine-7-carhoxylique ; 

acide [4S-[4a(R*), 7a, 9ap]]-octahydro-4-[(2-mercapto-1-oxopentyl)amino]-5-oxopyrrolo[2,1-b] [1 ,3]-thiazepi- 
5 ne-7-carhoxylique ; 

acide [4S-[4a(R*)« 7a, 9ap]]-octahydro^-[(2-mercapto-4 t 4-dimethyl-1-oxopentyl)amino]-5-oxopyrrolo[2,1-b] 
-[1 ,3]-thiazepine-7-carhoxylique ; 

acide [4S-[4a(R*), 7a, 10a(3]]-octahydro^-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-7H-pyrido[2,1-b] 
[1 ,3]-oxazepine-7-carhoxylique ; 
10 acide [4S-[4a(R*), 7a, 9ap]]-octahydro-4-[(2-mercapto-1-oxo-3-phenyJpropyl)amino]-5-oxopyrrolo[2,1-b] 

[1,3]-oxazepine-7-carhoxylique ; 

acide [4S-[4a(R*), 7a, 10ap]]-octahydro-4-[(2-mercapto-1-oxo-3-phenylpropyl)amino]-5-oxo-[1 ,4]oxazino 
[3,4-b] [1 ,3]-oxazepine-7-carhoxylique ; ou 

acide [4S-[4a(R*), 7a, 1 0ap]]-octahydro-4-[(2-mercapto-1 -oxo-3-phenylpropyl)amino]-5-oxo[1 ,4]oxazino 
15 [3,4-b] [1,3]-thiazepine-7-carhoxylique. 

6. Compose selon la revendication 1 ayant la formule : 



20 



25 



30 




ou ce compose sous forme de sei pharmaceutiquement acceptable. 

7. Composition pharmaceutique a utiliser dans le traitement de maladies cardiovasculaires telles que I'hypertension 
et Tinsuffisance cardiaque comprenant un vehicule pharmaceutiquement acceptable et un ou plusieurs composes 
de formule : 



45 




ou ce compose sous forme de sel pharmaceutiquement acceptable, dans laquelle A, X, Y, n, m et R 3 sont tels que 
definis dans la revendication 1. 

8. Compose de formule : 



55 
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CH a )m 



ou ce compost sous forme de sel dans laquelle : 

X represente O ou S ; 
n est un ou deux ; 

m est zero ou un ; a condition que, quand X, n et Y sont simultanement 0, 1 et CH 2 respectivement, m est un 
Y represente CH 2 , O ou S, a condition que Y represente O ou S uniquement quand m est un ; 
R 3 represente un hydrogene, un alkyle en ou un aryl-(CH 2 )p- ; 
et 

p est zero ou un entier de 1 a 6. 
Procede pour preparer les composes tels que definis dans la revendication 1 ayant la formule : 




qui comprend 

a) quand A represente 

i 

et R 3 represente un hydrogene, le pontage de la chaine laterale acylmercapto de formule : 

t i 

ou d'une forme activee de celle-ci avec I'amine de formule : 
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en presence d'un r6actif de pontage dans laquelle X, Y, m, n, R 6 , r, R 1 et R 12 sont tets que definis dans la 
revendication 1 et R 3 represente un hydrogene ou un groupe de protection acide suivi de I'elimination du 
groupe acyle 



0 

a 

R*— C 

et du groupe de protection acide R 3 ; et, 
b) quand A represente 



ii 



Ria Ri- 



le pontage de I'acide carboxylique de formule ; 



il 



Ru R x 



ou d'une forme activee de cetui-ci avec Famine de formule : 




en presence d'un reactif de pontage dans laquelle X, Y, m, n, R 1 et R 12 sont tels que definis dans la revendication 
1 , et R 3 et R 7 representent des groupes de protection acide. 

10. Procede pour preparer les composes de formule : 
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10 



35 



40 



45 



50 




CHjJm 



dans laquelle : 



X represente OouS; 
n est un ou deux ; 
15 m est zero ou un ; 

k condition que, quand X, n et Y sont simultanement O, 1 et CH 2 respectivement, m est un ; 

Y represente CH 2 , O ou S k condition que Y represente O ou S uniquement quand m est un ; et 
20 R 3 represente un groupe de protection acide ; 

qui comprend : 

a) le pontage d'un acide amin6 de formule : 

25 



30 <CH 2 > B 

P v N — CH COOH 



avec I'ester d'acide amine de formule : 



HC-Hfo-allcyl)j 
I 



(om. 

■ HjK CH — COORj 



pour dormer le dipeptide de formule : 
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HC 6-aLkyl) a 

I 

at, 

r- f 

(CH2)„ <CH 2 >, 

P x N— CH — L ^ — ;|l CH COORj 

O H 



dans laquelle : 

P., represente un groupe de protection amino ou un groupe qui, conjointement a I'atome N, forme 
groupe de protection ; et 

P 2 represente un groupe de protection hydroxy ou mercapto ; 

b) ('elimination selective du groupe de protection P 2 a partir du produit de la partie (a) ; 

c) la cyclisation du produit de la partie (b) pour donner : 



COORj 



et 

d) rumination du groupe de protection P 1 du produit de la partie (c) pour donner le produit d6sir6. 

Procede seion la revendication 10, dans lequel : 

X represente S ; 
n est un ou deux ; 
Y represente CH 2 ; 
m est z6ro ou un ; 

.qui comprend : 

a) le pontage d'un acide amine de formule : 

?-* 

p x N— CH COGH 
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avec Tester d'acide amine de formule : 



HC-fO-alfcyi), 
(CH,Jt, 
<CH,)» 
HjN CH— COOkj 



pour donner le dipeptide de formule : 



HC-*-0-al)cyl)2 

I 

P\ M— CHl C — M CH COOK) 

O H 



dans laquelle : 



P, represente un groupe de protection amino ou un groupe qui, conjointement a I'atome N, forme un 

groupe de protection ; et 

P 2 represente un groupe de protection hydroxy ; 

b) I'elimination selective du groupe de protection P 2 apartirdu produit de lapartie (a) pour donner le compose 
hydroxy correspondant ; 

c) la conversion du produit hydroxy de la partie (b) en le mercaptan de formule : 



BC«*t-i*alJvl>2 



P 'CB?J.a: 

rcaf,)„ ( ^ 2)9 

?i -N— CHj— -jC — N — ^CH GOOH 

6 B 



d) la cyclisation du produit mercaptan de la partie (c) pour donner : 
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et 

e) ('elimination du groupe de protection P 1 a partir du produit de la partie (d) pour donner le produit desire. 

12. Procede selon la revendication 10, dans lequel : 

X represente S ; 
n est deux ; 

Y represente S ou O ; et 
m est un ; 

qui comprend : 

a) le pontage d'un acide amine de formule : 



o-p a 



(CH,) a 



N 



GH GOOH 



avec Tester d'acide amine de formule : 



HC-< chalky!) * 



I 



Y 



H 2 N CH—COOR^ 




pour donner le dipeptide de formule : 
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HC -t O-alky X) j 

I 

CHa 

1 i 

(CHj) n CH a 

i f 

-K-^CH~C— jf CH COORj 

O H 



dans laquelle : 

P 1 represente un groupe de protection amino ou un groupe qui, conjointement a Patome N, forme un 

groupe de protection ; et 

P 2 represente un groupe de protection hydroxy ; 

b) ['elimination selective du groupe de protection P 2 a partir du produit de la partie (a) pour donner le compose 
hydroxy correspondant ; 

c) la conversion du produit hydroxy de la partie (b) en le mercaptan de formule : 



CH 2 

SB ' 
I * 
<CHa>„ ail 

? x N — CH C — N CH COOR 3 

II I 
0 H 



d) la cyclisation du produit mercaptan de la partie (c) pour donner : 




COORa 



et 

e) I'elimination du groupe de protection P 1 a partir du produit de la partie (d) pour donner le produit desire. 



13. Proc6de pour preparer Jes composes de formule : 
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COORj 



dans laquelle : 

X represente O ou S ; 
n est un ou deux ; 
m est zero ou un ; et 

R 3 represente un groupe de protection acide ; 
qui comprend : 

a) le pontage d'un acide amine de formule : 



! 

Pi N — OH — COOH 



avec Tester d'acide amine hydroxy de formule : 



4 — ■ at^co^Ri; 



pour donner le dipeptide de formule : 



CH^OH 
X-P 2 fCH 2 ) r 

b h 
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dans laquelle : > 

P 1 represente un groupe de protection amino ou un groupe qui, conjointement a I'atome N, forme un 
groupe de protection ; et 

P 2 represente un groupe de protection hydroxy ou mercapto ; 
b) I'oxydation du produit hydroxy de ia partie (a) en I'aldehyde de formule : 



r 



f|lS>.» |CTH,) a 
Pi -N— ,CH — jC"-JI — C& COCiRj 

d k 

c) ('elimination selective du groupe de protection P 2 a partir du produit aldehyde de la partie (b) ; 

d) la cyclisation du produit de la partie (c) pour donner : 



S T 




COOR, 



et 

e) Telimination du groupe de protection P 1 du produit de ia partie (d) pour donner ie produit desire. 

14. Compose selon Tune quelconque des revendications 1 a 6 a utiliser comme substance pharmaceutique active. 

15. Utilisation d'un compose selon Tune quelconque des revendications 1 a 6 dans la fabrication d'un medicament 
pour le traitement de maladies cardiovasculaires. 



45 



50 



55 
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